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(57) Abstract: A thiazoline derivative represented by the formula (I): (I) wherein R represents an optionally substituted cyclic hy- 
drocarbon group or an optionally substituted heterocyclic group; X represents a bond or an optionally substituted, divalent chain 
hydrocarbon group; X' represents a bond or -N(R 5 )-; Y represents an optionally substituted, divalent hydrocarbon group; Y' repre- 
sents a bond or-C(=0)-; ring A represents an optionally substituted nitrogenous heterocycle; Z l and Z 3 each independently represents 
a bond or an optionally substituted divalent chain hydrocarbon group; Z 2 represents a bond or -N(R 6 )-; and B represents a group rep- 
resented by any of the following formulae. (II) (EI) (IV) (V) The derivative is useful as a therapeutic agent for thrombosis. 
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Kmmmmt^m cxd xra (xi d ©«gt, iiK^Moti, sjts 

* 

(XI) Xtt^cDitt, 
^ (XI I I) 

X"— Y-L 2 

t 

S (XIV) 

X*— Y-Y'— nTa^N— P 1 

RjiKttiU'&'Kj (xi) fc^LT{b-er% (XIII) 0. 5-5 MiflL £?£L<te 

o. 8~2^*-e$.^o 

RffriSAte- 5 0~ 1 5 Ot, 1ff&l,<\t- 2 0 — 1 0 0tT^ o 

Kssmmift&QB (xi) xtt (xi i i) oii, «siR^a&©a^, s 
j^ffls^fc«k t> mfe&w. mum i li$iioo um u < \tm 1 5 
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tt&to (XI) JUttO&t, 
5£ (V) 

R-X-S(0)g-X'-Y-COOH 

(XV) 

R-X-S (O) s— X'-Y-Y' — N^^N -P 1 

CCT<73|B-^«tufB<h|WIS«^-ro } fc35V>TY' (C = 0) 

fcjfcmk&m (XI) {C^fLTib^ (V) 0.5~5^«, £?£L<te0.8 

t 

RJS^Ste- 5 0~1 5 OX:, |f?£b<te- 2 0-10 o t c-zr&§„ 

mwaib^fe (x i ) x« (v) oss* ^SLiKigs^a^, Bim^m. 

it&m (XI) Xte^Oiti:, 
^ (VI) 

R-X-S (O)g— X'-Y-L 2 

i£ (XV) 

R-X— S (O) — X'-Y-Y 



N A'" N-P 1 
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Kmttt&m (XI) t^lTft^. (V I ) 0.5-5^*, 0F£b<«O. 
RJfcia£«- 5 0-1 5 0*C, $F£L<te- 2 0~1 o ottabs. 

s^ratt-fb^ (x i ) x\t (v i ) .©am, mm%.z$i&M<Dwm. Kmm. 
mmiz^vrntezt^ M#m#ra&^u$i o omm. ^b<«^i 5^w 

(XIV) Xte^tf^i:, 

S (ix) 

R— X— S (O)gf-M 



5£ (XV) 



Kfem\&m (x i v) jcMbT-fbi-a#j (ix) o.5~5 mm. Kit v < u o . 

SJsSMfigtt- 5 0-15 Ot, $?i;L<te- 20-10 0«C*Z?&5. 

K^Ktt^^ (x i v) xtt ( i x) ©aig, mti£Rzffi2*<Dmm* 



R-X— S(0)g-X'-Y-Y'— N A'" N-P 



(p 1 ) §i»*rsiiifc«J;o, 
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R-X-S (O) — X'-Y-Y'— N/T N H 

T>H 1t>X\ -f>^, -^. — 3—^7 (T. W. Green et al. "Protective Groups 
in Organic Synthesis", John Wiley & Sons, Inc. New York) & E \Zt EW(.(Dj)fe 

KJfoUm%-5 0~150t, ^b<(i-2 0~10 Ora^„ 

Kj^mmm^m (xv) omm. mm&zmmvmm. Ktsummz^vm 
tezfls* mm® i ftwifetevffii o omm. t&$iv<\zmi 5#iinfcv>Ljie4 8 

S (IX) 

R-X-S(0) a -M ( 

^ (xi i r ) 

X"— Y-L 3 

iEtraa«i*55;T. j T?«*>*n*-fk^» (xiid xra-eneo&^s 

i£ (XVI) 

R-X- S (6) — X'-Y- L 3 

tt^om^immizmmm&TK?* j T^^nsm (xvn &§mt 
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Kmmk&m (id ^mlt^-s^ ami' ) o. 5~5^s, »^b< 

li0.8~2SiT2b5, 
Mj«^te-5 0-1 5 0 "C, £?£L<&-2 0-1 0 OtT^. 

s^wtt^^i ( i x) yjit cxiii') <DWM. mmi^zsmmcDmm. 
Rj&fBL&mz*. o mfozw. mutts 1 $HWfcv> i^m 1 o o r$m« u < \zm 1 

5£ (XV I) 
R-X-S(0)i— X'-Y-L 3 

» 

5£ (V) 

R— X-S(0)a— X'-Y-COOH 

As TfcK-ffc;* U akBMfcy^A, ISfflfc^hUtfA* iSfflfcitJ-U^A, KB* 
Kffci&lgfe- 5 0—1 5 Or, $?£L<te- 2 0 — 10 Oras. 

♦ 
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( i x) xweomt. ^ (xv 1 1 ) 

X"— Y-COOP 2 

CsSf, p'^Cj.jj;^ (#!*-&% ;>Wk x^;k ^°otf;K tert-^ 

;l/> TUJl/H) lkfzteT7 7)l*)l (^>vMk y^^jim) m&^is, M<D 

ne.mzmztmnm&^-fo ) -m^ns^t^ (xvi n x^o^k^b 

^^z\tizJzK)^. (xvi i i) 

R-X-S (O)— X'-Y-COO P 2 

[^©fB^^ffstiRme^To ) -e^fe^ns^-s-ti (xvi i n &m 

K^mh^m (IX) fcMLT'fb^ (XVI DO. 5~5it», £?£b<te 

0.8~2^*T?££o 
K)foM.&lt$-5 0~15 0t; £?£L<te-2 0~1 0 0tt^§. 

^b#p^«^#i (ix) x« (xvi i) (Dmm, mm^mM(Dmm. k 
jfci&mmz^ v) i u&i i o o NFra. n s b < 1 5 

fb-g-^ (XV III) Xtt-€-©ifi[*in*4M»<9s-r5Jli:fc«fcoT, fb£^ (V) 

#fefc$3fcvr\ xx^-;i/COOP 2 coiiP7j<^«msn7X^ (#K *&M> ^fb 

#U^A* TKBSfbU^A, JSfflfcJ-hUtfA, Efflfc&UtfA* &Bfcfc*:J-hUtf 

a^jb^s) «ss©^fc«fc off fens. mjssw, sisum Kfoum. 
tiizm-f&Jimz & o rff fens . 

RJ&t&MlZ- 5 0 ~ 1 5 0 X:, Ktt-20~100 

s^wftfb^ (xvi 1 1) (Dmm. mi&mtmM&mm. Kfimmmz^ 
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4 8R#PBn?*2>. 



(xi) xu^o^t, i\&m (IV) X t&S^^^T, 

5£ (XIX) 




P 1 — N A'" N— Z 1 -Z 2 -Z 3 -B 



K+oBE^ras&sEt rasas ] T^$nsfb-&#/ (x i x) sagjs-r 

•So 

SjE&t^b^ (xi) \zttV"!:tt&m (iv) o.5~5^a, #?£b<teo. 

-K^SfflStt- 5 0 ~ 1 5 0t, 02; V < it- 2 0 ~ 1 0 0 'CTr&^o 

sisi^MttYb'&'Kj (xi) xtt (iv) <DmM, mmm*mM<Dmm. Kmu 
J: o m& & a*, i anna** b^ioo am b<^i5 ftm 



(xi) xfc^e-cDJgt, <b-£#i (IV ) xf^ost^^^-a-x; 
*S (xix) ki^tz^-ch (R 6 ' ) Z 2 ^lg-g-^T&3Yb£- 

R^ttflS^ (XI) C^lTft^ft (IV) 0. 5~5iSS, #?£b<«0. 
8~2^a-Trcb^>o. 
j*Jfc*fi&«- 5 0-1 5 Or, OTC-e&So 

sjs«Hww:fl:^* (xi) xtt (iv ) (Dmm, mmmsm.m<owm, kj& 
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tt&m (xi) xtt-eoifit, 

5£ (IV") 

L 1 — Z 1 -Z 2 -Z 3 -B' 

5^ (X IX ) 



C^^©f3^-«tuIBi|ll««S^T. 3 T^^n^-fb^ (XIX' ) SSKTr 
•2) o 

SJfc«ffr&4&l (XI) (C^LTft^ft (IV") 0.5-5=1*, $?l£L<te0. 
8~2 HiM-CafeS. 

>K^ias«-5 o~i5 oi:, #?£L<te-2 o~io ora§. 

sjssi^Mtt^* xx i ) xtt (iv ' ) ©ssi, iitKtfjfixoiM. 

(X I ) 

a; (iv*") 
o 

R 6 ' — U — -z 3 -B' 

£^J&£i±T, S (XIX' ) t^WZ^-CH (R 6 ' ) —Tfc V Z 2 tf 
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Kfcmk&M (XI) \ZttVTik&%} (IV") 0.5-5^*, £?£L<«:0. 
^S*&^&-5 0~150t, $?£L<te-2 0~1 0 0*CTa&§ 0 

^p^m^^ (x i ) x« (iv ' * ) owm. mm^.zsm&(Dmm, Kfou 

(xix' ) xtt-eost^ti (VIII) £<£KJfc£ J fr5;i£K«fc 

D, fls-g-* (xix) x^oS^Slti. c t^^§„ 

1 1) tfc&w (viii) L<DKifcT?m.w2nfrRjfc&ftmmttn\zm-r% 
it&w (xix) jLu^<om<owA^m^r %>&mm?±<D$mM (p 1 ) * 

m^-T&z^z&r),, 
^ (XX) 

p 1 — nTa^ -z 1 -z 2 -z 3 -b 

v) (Dm.^mKJt^w^m^nr^}^^mxn^n\zmT^miz^xn^n 

<5 0 
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^ (x) iz&^ty' at- (c=o) --v&z>fc&m&w&'f&. 

SJS^b^ (II) fcttUT<fb:"&*& (XII) 0. 5 — 5M§«, $?£L-<teO. 
SJfc^te- 5 0-1 5 Ot:, £f£L<te- 2 0 — 10 OTO§. 

sjs&Btp^^b^ (id xte (xii) sj^ta 

r 

it&m (id xtt*oiftt'fb'&« (xi 1 1 ) xu^n^cDrnt^K^itx, 
& (x) (c*3iiTY' &m^7?&z>it&®}&mm.Tz>o 

Km-m&m (id cmi/tm (x i i i ) 0.5—5 as, $? £ l < « 0 . 

8 — 2^**1?**. 

0-1 5 Ot:, #P£b<te-2 0 — 10 Otm 

s^wta-fb^ qi) xtt(xni) ©is, ^atfrnxoagt, sj&ia 
i (x i x' ' ) 

hn ^3 — zi ~ z2 ~ z3 ~ B ' 

c^©fB-^«HuiHii^ic«^-ro 3 msnsft^* (xix' ' ) x«-e 
(omtit^ (xii) xtt-tn&oia«h*^$-e:T, 
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5£ (X' ) 




X" — Y— Y' — N A H — Z 1 -Z 2 -Z 3 -B' 



}~£>V>TY' ^- (C = 0) -T^^'fb'&tJ^^jt-r^o 
KJ&kMfc^ (XIX' ' ) ^LT^-g^ (XII) 0.5~5ij*> 

5 o~i 5 or, #f£b< 2 o~i o or-tr^^o 
SjSBtw^b-&#7 (xix' ' ) xte (xii) (D®^ ^sixmsoffi^, 

Bimummz,}: v mm*} 1 us 1 o o b < ra&j 1 
5 ftmu ^ 4 8 mm~v & & . 



ft:^ (xix' ' ) -x\^(Dmut^m (xiii) 3uz j tnt><Dm.£&K 

/&£i*T, 5£ (X' ) IC&WTY' ^^T&£^^£8^-r&o 

Kmmt^m (x ix' * ) i^bT{^i (xnn o. 5-5 

K/fciiSSte:^ 5 0~1 5 0t, $?£L<«-2 0~10 0 < Ct?&£o 

s^ra^b-^ti (xix' ' ) xra: (xi 1 1) ©«s& mmRim.^<Dm 
13 1 5ftm?2:^vm4 8mm~v$>z>o 



(x' ) X«^-c^i|^b-er#i (viii) &fcjfo~£ J &z>z\£lz&r). it 

&m (x) x^o^^it-r^^i^ir^^. 
&Kjfc\z$$tfz>fcjfo$k&, Kmm^ fcjfomm^tejjfeFiz&tf&ik&M (v 
1 1) (vi 1 i) t<DKm^mwi£nfcKjfcmWrmjLu^nizm-?z> 
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Sift, 1&<DWMtt&m (IV), (IV), (VI), (VIII) 
^<D^<DWtZMi&TZ> Z. £ hX&Z>o 

m%.\Zs (i) TffiVie»n§m«hra^fe©^£j&t^f e>n-5o 

;k ter t-^Mi*) , 7U;k ^>>>;k 7x.—M b'J^;i/*fe«h 

(#Jx.fcf, X-fe^k 7°ahf^n;i/, a* 1/ U ;k% £) , - haS&^JB^ 
7)V*)V (0il*.fc£, pWk x^;k n-^ab°;k -rv:/ni£;k n-^;k 

;k C^ 6 T)V^r)V-ti)V^-)V (MZM* Ti?5P;k yptf^-zi;k^^) , ^ 

>\Af ;k c 7 . 10 77W-*;toi, (mfcf, ^>^;V7j;i/fc;^£) , 
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10 



15 



20 



,7W ^^;K X^;k n-^OtfMa , 7xrjk c 7 _ 10 



W3ftfcfcU tttt. S^Hk *7A^D7h^7^-, iI7DYh 

7?* $ n s iz m^mx &mxz> :in<t7Tiit?.ut^ 



e>^«bov^nt>^«i*56i8©*Bfflfc^$ns d , mate j; vz\n 



ca;^ p°tezK^J§c^£fcte-i' 5;s©§is&si, fl&cDiB-^«fl(riHiHac 



^ ar ) 
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£-J5fc+M#fc E £ V Tfffl T 2fc S 



*mm<Dfc&m (i) c^rar, 

Wfo iMX\Z)Z K' ^3, T^X, ^WEy 

ffiffifMRjiM&E* J»jfitf££&^ Blg#»i]Mft;3g, x^y$^77« 
m : 



y. rfn ££l 



■i MIC 



— aH4K*jiii58fp (tia) , s^gs^ mstm^m^ mmmw 
57* tru >tzE<D&iitL'hffiMt<Dmmmm 



>£*M : 
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« 

(tha) • xummm^mmm (tka) &&tsm^&<Dmmmi&m • bm 



ffijk^ffiM t com m mmm* 

m<t(Dmm • • ±&mufcKf&&ffl& (s irs) xw& • m • ^jfii^ • 
- f&shfcm&f££^f&fc?zmm&j!^pmm>mmm (d i o , mx 



C©mfTf~£^T£t;£€«!Il^:£ (0!1;U£> JFR^ 
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mm, -ft ivybts zf^vm v-y ^ n # y±)vm^w , ~> n ^ y 

m&\zte, i&mizmcT. ^(onrnzmrr^mzmm^m^^xmnm^^n 
zmmm. rn^Ms mmm, mm* warn, xmm&m* mmimu fu&m 

m%.\& its® (i) zmmzwrzM'&izfc, mmi m^m. mmrn. mn 

* 

mmmomtvxit, mm. r/n-m x^s/v, mm, mmm-tjvn 
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^ft\<DmtV-C\£. 5&V>bl 0ii%f>^>O0i, 10^12 0 
8 O^^frf^tl^o 

&^Tmi%m^t>nz>m&m, ^wnu m^m. s^&k tammm^. 



okg) i B^D©g#»ifM^ (3£ (i) xmznzfc&Mwz^vm.) 

T^Jl^Vibl 0 0 Omg, $f£L.<te^3&V>b5 0 Omg, L < 5 

&1>U3 0 OmgT&tU nne>£ 1 Effete 2 3 [Hl^^TS#-r^> d £ 

25 )^T?^£. 

< 

mg^l OOmg, #?&V<temo. 0 1 — *tJ 5 Omg, e fcO$f^b<«^JO. 
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&iBmmM<Dm\ &.t&m%u &temtM* mmmmi 

^&^?«»J> M%1f£Y)Vn—)V («Atfx^y-;w , #U7;m-;i/ (#] 

(m^'Jv;K-h8 0, HCO-5 0) )&i'tifflbTfeJ;K fatt&i: 

« 

y>Ax?^>, 7?Ax? : ?->m<DHMG-coAW7mmm.^Mm) , tg 
i&rm ?u7 4y*7-hm) , a i i firing (#k #>^+i-;k?> >>v* 
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& £ k: «fc 0 ltIS?t £ £ <h # £ . M?li$&L J 3-tt£tiPthX'&2>M&, 
W<D4k&® 1 MfflSfcfcf-U 0M^3»J£ 0 . 0 1 L 1 0 0 Bftg&fflvmfcEJ; 

gmMVX^&Pn-Vhtf'yyj—lZ&tt&mtiiUTLC (Thin Layer C 
hromatography, 3H^D7h^7 7^-) fc«fcSfi^TfcfT)fe*5*lfc. TLCI 
sgSfd^TteU TLC^-htLT^ (Merck) tti©6 0F2 5 4^fc 
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0 (1 0 0&^b2 0 O^vz/zl) %m^fCo NMR^^i? hJHifigUXtM 
*2p<hbT7 L h^^^;U>-^>^ViTnUT>Gemini 2 0 OMX^Z bu* 

^ 2 0 0 17^^ F U *-?-T*mfeVfz 0 M&mM 

s : %/>9Vy h (singlet) 

d : &?Vy b (doublet) 

t : bV7Uy b (triplet) 

q : ^7;Vry h (quartet) 

dd : &7Vy b (double doublet) 

m : ^)V^--f.Vy b (multiplet) 

br ' : 7*n— F (broad) 

brs :^n-F ^>^l/>.y F (broad singlet) 

brd : F f (broad doublet) , 

J : %yy°V>iffe%L (coupling constant) 

WS C : 7km%ktl )V^i?-( 5 F 

THF :rh7hHn77> 

DMF : -7^^MM75 F 

DM SO : V*?-)V7>)Vfc*rzsli* 

HOBt : l-hHo+y^>Xh'J7V'-;i' 

AIBN: 2, 2 '-T\/tfX (-T V^d ~ F U ;K) 

NBS :N-^ni7^->WSF 

Me : 

E t : JL^)V 

P r : hf;i/ 

B u : 

A c : y^)V 
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»J1 



3- ( (l- (3- ( (6-£ p u-i-^-y^)V) tjMn-;w -funs -r ;W-i- tf^. u 3?x;i/) 

;*^;W-5,6-3?t Fn<5^/[Z, 1-b] [1, 3]^7\/-;i/igM*t 



la) 4- ((5, 6-3? fc: Hn<$^/[2, 1-b] [1, 3]^T V— )V) *?-)V) tf^U 
5?>-l-*;p#>»tert-^;pJMtoJc*Rjft 

4-(2-t+vyo tr;w tr^u ^>-i-*;i/^>^tert-^;Ki. o g) ts, 5-3?:/ 

Dt/^l/t'^-Md^ g)&X— 5\>M30 mL)K:»fl?U — flfeA^jg^fe. tffffi 



(0.55 g)5ffMiibT#L 

NMR (CDCI3) 6: 1.02-1.21 (2H, m), 1.45 (9H, s), 1.66-1.91 (3H, m), 2.20 
(1H, d, J = 6.9), 2.61-2.80 (2H, m), 3.73 (2H, t, J = 9.3), 4.07-4.13 (2H, 
m), 4.22 (2H, t, J = 9. 3), 5.23 (1H, s). 

lb)' 3-( (1- (3-( (6-^ d tji^x;W zfunj^ ;W-i-tf ^ U V— 

)V) ;*5S>V)-5, 6-3? t: HD^5 1-b] [1, 3] ^TV—fr 
*»<Jla)T'#e.nfe>fb'&#;(0.55 g)^hU7;^nlM(10 mDtC^b, £jg. 

;PT=>(0.38 mL)£}JD*_, ^TT\ 3-((6-i7DD-2-t75 : ;WXM-J»^ 
PtT^->^(0.4g), H0Bt(0.23g), WSC(0.29g)^ftlA^itT16l^ra^^-iffec 

>T)V-t) 7 ATf«f« bTBS&fb'&'»(0. 13 g) ^Sfe)^*<h LT#fc. 
NMR (CDC 1 3 ) <5: 1. 08-1.22 (1H, m) , 1.78-1. 93 (3H, m), 2.25-2.31 (2H, m), 
2.53-2.69 (1H, m), 2.90-3.15 (4H, m), 3.59-3. 85 (2H, m), 3.80-3.95 (3H, 
m), 4.32 (2H, t, J = 9.2), 4.55-4.62 (1H, m), 5.40 (1H, s), 7.66 (1H, dd, 
J = 2. 2, 8.8), 7.95-8.05 (4H, m), 8.55 (1H, s) . 
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l c) 3- ( (l- (3- ( (6-£ d y'un ; < ;W -l- h° ^ U 

;W *^;W-5, 6-5? k Pn<5^/[2, l-b] [1, 3]^TV-;W: 

^js^jib) T#6n&^ (o. 23 g) **^*cdx— ^wftjBrcffla-rs £ £ 

te«t 0 , MBfc&tt (0. 1 6 g) & SfegH £ LTffc, 

NMR (DMS0-d 6 ) 5: 0.65-0.91 (1H, m), 0.96-1.22 (2H, m), 1.43-4.79 (3H, m), 
2.30-2.47 (2H, m), 2.60-2.79 (2H, m), 2.84-3.12 (1H, m), 3. 52-3.68 (2H, 
m), 3.69-3.89 (1H, m), 4.07-4.40 (5H, m), 6.49 (1H, s), 7.96-7.73 (1H, m), 
7.93-7.97 (1H, m), 8.17-8.28 (3H, m), 8.61 (1H, s), 9.78 (1H, s). 

H»J2 

3- (l - (3- ( (6-^ d a-2-±y^M - y°un s-fM-i-wj 
)-5,6->>k Kn^5^/[2,l-b] [1,3]^T\A- ;P 

•s 




2a) 4-<5,6-S>b KD^5^/[2, l-b] [1, 3]^T\Z-;W3-^;W k^U^>-l-# 
;^>»tert-y5 L ;H|{bjcj 



4-Tiz^;Hf^U ^>-l-*;i/#>B6tert-^;Kl. 0 g) £5, B-3?^P*n;Hf 
U/-;H6(1.2 g)fcX— 7^;K30 mL)te»fl¥U -»#Miffeo *ffWUfcl»«* 

;K30 mL)£Jnx., -ifeMSffLfeo WfflLfcilSi§i£5JRU ffife-fb^XO. 55 g) 

NMR (CDC1 3 ) <5: 1.12-1.58 (2H, m), 1.45 (9H, s), 1.68-2.05 (3H, m), 2.60-2.88 
(2H, m), 3.76 (2H, t, J = 9.2), 4.05-4.15 (2H, m), 4.22 (2H, t, J = 9.2), 
5.23 (1H, s). 

2b) 3- (l- (3- ( (6-# d n-2-i- y^)V) K)Vfc—)V) y°un y -f )V) -l- k^ \ ) >>x 
;W-5,6-^k FP-<5^V[2,i-b] [i,3]^ry-;u 

^»2a)T#e>nfcfbB-#»(0.50 g)& h U ^rfrDgBKClO nDKljgHBU £M 
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tf^->iE(0.4 g), HOBt(0.23 g)&J:LKWSC(0.29 g) ^JP^^Ti6S#P^^^i? 

^y;i/^7 ^Ax-mmi^xmrnih^mio- 16 g) bx#7t. 

NMR (CDC1 3 ) <5: 1.21-1.61 (2H, m), 1.85-1.99 (2H, m), 2.33-2.50 (1H, m), 
2.55-2.62 (2H, m), 2.83-2.91 (2H, m), 3.01-3.13 (1H, m), 3.51-3.59 (1H, 
m), 3.77 (2H, t, J = 9. 2), 3.88-3.95 (1H, m), 4.22 (2H, t, J = 9.2), 4.55-4.62 

(1H, m), 5.23 (1H, s), 7.58 (1H, dd, J = 1.8, 8.8), 7.86-7.95 (4H, m), 8.46 

(1H, s). 



» 

3- ( (4- (3- ( (6-^7 o n y ?-)V) tjI/tJn ~ ;W y urt J < )V> -1 - tf^ =? V—)V) 
^^;W-5, 6-5?k Kn-f 5^Vt2, 1-b] [1. 3]^7V— ;kttfflfcK 




3a) l-(3-((6-^Dn-2-t7^WXM- )V)Zfu\f.^-)V) ¥^7i?> 
l-E^^>#;i^;^tert-:/^;M5.0 g) 00^^X20 mL) \Zt8M\s< 

h'JX?JV75>(3.8 mD^fln*., MTFT3-((6-77 o n-2-^-7^;W TJl^:^ 
;W 7°n ti^->m(8. 0 g) , HOBt (4. 5 g) & <£0*WSC(5. 7 g) ^iO^^l 683^7^ # 

y;i/^-nitM(25 mufcasasu mtib#f^^^^-&Tc 0 mm 

NMR (CDClg) (5: 2.77 (2H, t, J = 5.1), 2.83-2. 88 (4H, m), 3.42 (2H, t, J 
= 9.2), 3.48-3. 58 (4H, m), 7.57 (1H, dd, J = 2.1, 9.0), 7.90-7.94 (4H, m), 
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8.46 (1H, s). 

3b) 3- ( (4- (3- ((Hod -2-j- 7 J-)V) - ;p) -furtj^M-i-^^i?- 

)V)^)V)-%, H D<$^/[2, 1-b] [1, 3]5f 

^JfiM3a)T#^n^-&#)(1.0 g)£DMF(30 mL)[;i»l, ^^7U^A(0. 75 

g) £3-^nn^;]/-5, 6-i^t: Fp-T [2, l-b] [l, d]^TV-Jimmm(0. 58 

*fmL^:H#^ ^551 bTSIB^t/ (0.80 g)$iM*ttTffco 
NMR (DMS0-d 6 ) <5 : 2.75-2. 89 (4H, m), 3.46-3.67 (6H, m), 4.26-4.31 (6H, m), 
4.56-4. 68 (2H, m), 7.02-7.23 (1H, s), 7.73-7.79 (1H, m), 7.98-8.04 (1H, 
m), 8.18-8.34 (3H, m), 8.67 (1H, s). 



m 4 

i-(3-((6-^pn-2-^-^^;W7>;P5iN-;i/)yD t°;W-4-(5, 6->?t Fck 

[2,'l-b] [1, 3]fjy-JH- Old *^)V-2-¥^7 vV >: 
CI 

N*N HCI 




4a) 4-(3-((6-^DD-2-^-^^;i/)^)yntr;w-3-^y \f.^^>-\-^)V 

3-^-^V b°<^> > >-l-^;^>^tert-^;K2. 0 g) &DMF (30 mL) Kl##U tK 
Ht^T" MJ «^A (0. 5 g)£rtJD*.> ^Tl?2-^nn-6-((3-^Dp-7°nk: 0 ;W^^-) 

^-y^i/>(2.7g)^in^, 60^3 mmfr&mntzo ^mm^izm^^ ? 

^^'J*^7ATHiUTlie^(4. 0 g) ^»fi}|litt*i:UT 



NMR (CDClj) <5: 1.48 (9H, s), 1. 92-1.99 (2H, m), 3.05 (2H, t, J = 6. 8) , 
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3.34 (2H, t, J = 5. 8) , 3.57 (2H, t, J = 6. 8) , 3.64 (2H, t, J = 5.8), 4.09 
(2H, s), 7.40-7.46 (2H, m), 7.68-7.79 (4H, m). 

4b) 4- (3- ( (6-# P D -2-± 7 X fr-fc—M 7° P \d)V) -3-^ y bf ^ 7 & > 
H»J4a)T#e>tlfe^#j(4.0 g) £Ifi»X?\>K50 nL)fc»iHb, S'COTTS- 

mz&€ikfr. #PP*;WAT&ijmu *ftffite&&*m^*>'C7ATft*feb 

NMR (CDC 1 3 ) <5 : 1.48 (9H, s), 2.04-2.12 (2H, m), 3. 18-3.23 (2H, m), 3.36 
(2H, t, J = 8.0 ), 3.54 (2H, t, J = 10. 5), 3.66 (2H, t, J = 8.0), 4.06 (2H, 
s), 7.61 (1H, dd, J = 2.7, 13.8), 7.92-7.99 (4H, m), 8.48 (1H, s) . 

4c) i-(3-((6-^PP-2-±75 L ;Wx;^-;wypfcf;W-2-tf^^> ? y> 

* 

mmmib) -vm^ntcit^m (2. 6 g) & h u yjvirummas mo e:*#u mm.t? 
mmk&m (2. 4 g ) ^n^ta^ t vxm^ 

NMR (CDC 1 3 ) 6: 2.01-2.08 (2H, m), 3.07 (2H, t, J = 4.6), 3.18-3,23 (2H, 
m), 3.31 (2H, t, J = 4. 6), 4.48-4.52 (4H, m), 7. 58-7.60 (1H, m), 7.90-7.97 
(4H, m), 8.46 (1H, s). 

4d) 1- (3- ( (6-^7 d y'u hf )V) -4- (5, 6-5? t F U-i 5 

C2, 1-b] [1 , 33 J-T '/—JV-Z-^C )V) * ^;P-2- ^ V / > 
^SS^J4c)-e#e>nfe<b-&#)(1.0 g)£DMF(30 mL) td^MU ^#U«^A(0.75 
g) LZ-y P P ^^;i/-5, k F P-T 5 ^/C2, 1-b] [1 , 3] ^Ty-MKO. 58 

a a 7}^;i/ a- * ? / -;KD^^TJft tti b , j# tbJ^ £ 2»t7j<gt$^ if* ^ V A Tftjft 

b feo ^«^®^b v u # ?M ? a ~cmm tt» £#fc 0 

fc@#:£^]&bT®fBft;-£r#? (0. 33 g) &m*&tSm£lsTlHt. 

NMR (DMSO-de) <5 : 1.81-1.98 (2H, m), 3.42-3.98 (12H, m), 4.33-4.38 (2H, 
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n), 4.51-4.55 (2H, m), 7.05 (1H, s), 7.82-7.87 (1H, m), 8.07-8.11 (1H, m), 
8.26-8.42 (3H, m), 8.74 (1H. s), 9.84 (1H, brs). 

Mmm 5 

N- ( (2Z) -4- ( (4- (3- ( (6-£ O D -2~i~ 7^)V) zf O AV -f -1- tf ^ 9 



Me 




« 

^5^X2.5 gK N-((2Z)-4-^nDp<^;i/-3-^^;i/-l,3-5 1 Ty-;i^-2(3H)-'r 

u 7 e »-N-^^;PT5 >mmm.(2. 2 g)*«fctf flat* u #a (2. 4 g ) ©dmf (50 no 

Hx3 1 ;i>fc:»#U ttft**X— : T^HFJfc&ftJA* ii^SLT, MRf&&4&<2.4 

NMR (CDCI3) <5: 1.70-1.82 (2H, m), 2.44-2.55 (4H, m), 2.93-3.01 (2H, m), 
3.11 (3H, s), 3.34 (2H, s), 3.46 (3H, s), 3.53-3.70 (4H, m), 5.84 (1H„ s), 
7.68-7.73 (1H, m), 8.04-8.08 (4H, m), 8.58 (1H, s). 

N-((2Z)-4-((4-(3-((6-^ O U-2-j-7^)l) XJl-fc-Jl) yo/W-OW-l-tf^ 

*J-)V)*=?)V)-Z-?U tf;i/-l, 3-^T\/-;i/-2(3H)-< U T»-N-^n \£)VTS. 
> 
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(2. 0 g) £N-(4-£ D U *?-)V-Z-7°U \Z)V-\, 1-^7 ^—)V-2 (310—1" U 
T»-N-ynt!;i/75>Mt(1.6 g)^e>^JS««J3b) tlfl^l^UT, SfB-fb^ 
(1 . 5 g) SttHfitiSA t tTHfc, 

NMR (CDC1 3 ) 5: 1.01-1.11 (6H, m), 1.72-1.83 (4H, m), 2.43-2.55 (4H, m), 
2.97 (2H, t, J = 7.6), 3.14 (2H, t, J = 7.0), 3.37 (2H, s), 3.53-3.70 (6H, 
m), 3.86 (2H, t, J = 7. 8), 5.76 (1H, s), 7.61 (1H, dd, J = 1.4, 8.8), 8.04-8.08 
(4H, m), 8.58 (1H, s). 



mm 7 

N- ( (21) -Z-^JU-A- ( (4- (3- ( (6-^7 D U~2-j~y ^)V) )V) 7° OA° J -f )V 

)-l-tf^^ -J~)V) * -1 , 3-^T V—)V-2 (3H) T U ^»-\-^)VT 5 > 




»l!3a) T# e.nfc 1- (3- ( (6-^ DD-2-t 7 ^)V) 7s)V*—)V) 7°U kf ^~)V) tf 
(2. 5 g) tH- (.Z-y^)W4-y UU* , Z-^-TV—)V-2 (3H) ~Y »J -5 s 

» -N-^;PT ^ >^4S (2. 3 g) £>H«J3b) £ nm\Z bT, ®ffB{b^#? (1 . 7 
g) £88tfi*gil £ iTflfc. 

NMR (CDC1 S ) <5 : 0.99-1.09 (6H, m), 1.37-1.76 (8H, m), 2.44-2.53 (4H, m), 
2.97 (2H, t, J = 7.4), 3.17 (2H, t, J = 7.0), 3.31 (2H, s), 3.53-3.70 (6H, 
m), 3.90 (2H, t, J = 8. 2), 5.76 (1H, s), 7.61 (1H, dd, J = 1.4, 8.8), 8.04-8.08 
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mm 8 

N- ( (2Z) -4- ( (4- (3- ( P U-l-±79-)V) *;Wsx;W 7° U A / -T M -1- tf ^7 
S/X j|/) ^ -3-X3MW1 , ;i/-2 (3HW Uf»-N-X5 1 ;i/75 > 




HC1 



;jg#|3a) 6^1- (3- ( (6-^ n n-2-^-7^JW 7Jl/*x;w tf^j-x ;w tf 
^7y>0.5 g) ^N-(4-^Dn^^;i/-3-x^;i/-l,3-^T\/-;U-2(3H)-f U-x 

t 

» -N-x^;PT ^ MftKift (1 . 0 g)j&^H»J3b) tl^a{CbT, #Snfc?ft5R4& 

^t^lv>{2 \sL)\zmm\^. m&mcDx.? mmvrcm^ 

NMR (DMSO-d 6 ) <5 : 1.19 (3H, t, J = 6.8), 1.29 (3H, t, J = 7.3), 2.80 (3H, 

■ 

t, J = 7.1), 3.39 (3H, dt, J = 12.4, 6. 2), 3.57-3.68 (3H, m), 3.95 (6H, 
s), 4.33 (3H, s), 7.75 (1H, dd, J = 8. 7, 2.1), 8.00 (1H, dd, J = 8.8, 1,8), 
8.20 (1H, d, J = 8.9), 8.26-8.33 (2H, m) , 8.66 (1, s). 



■mm 9 

N- ( (2Z) -4- ( (4- (3- ( (6-^7 D P -1-ir 7 ^)V) X>M^ X )V) 7° UK J -f )V) -1- \t^7 
z?~)V) * ^)V) -3— r V 7°U M)V-\ , 3-^T V— )V-2 (3H) — f U x» -N— f V 7°D 




;»J3a) tfetifci- (3-( (6-^ p p-2-^-7^;I/) x;i/*x;» tr^-x;w tf 
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^7^X1.4 g) <hN- (4-7 O P * J-)\,-l-' T V y n tf , 3-?7^-;H (3H) - 

mt&m a.og)s a&&n t br#fco 

NMR (CDC 1 3 ) 6: 1.23-1. 27 (12H, m), 1.36-1.49 (2H, m), 2.45-2.54 (4H, m), 
2.93-2.96 (2H, m), 3.25 (2H, s), 3.55-3.70 (6H, m), 4.41-4.58 (1H, m), 5.67 
(1H, s), 7.68-7. 73 (1H, m), 8. 04-8. 13 . (4H, m); 8.58 (1H, s). 



■mm 1 0 

N- ( (2Z) -4- ( (1- (3- ( (6- ^ n n-2-^- 7 7 7°U I\ / -f M -l- tf ^ U 
^^;i/)-3-^^;i/-l, 3-?Tl/— ;i<-2 (3HW UT»-N-^fJl/75>; 




10a) 4-(((2Z)-3-^3Ml'-2-(^;Wr $;)-2,3-^h Fn-U-^jy-JhH 
4-(2-^V7°P M)V) tf^U 5?>-l-*;paR>lltert-^5=-;Kl. 0 g) <h5, 5->?^ 

n^E/t;nfy— ;PBIA-2 g>£x~r-;K30 mL)fc:##U — 8fo&>#«lfjfc. *fm 

UfcttSS^SU ^StSrattgbfc. gjettlCN.N* -~J^^)V^O 1/T (0. 46 
^^(0.60 g)M«fetLT#fc 0 

NMR (CDC 1 3 ) (5 : 1.01-1.15 (2H, m), 1.28 (9H, s), 1.62-1.72 (3H, m), 2.31-2.34 
(2H, m), 2.62-2. 78 (3H, m), 2.98 (3H, s), 3.02 (2H, d, J = 4. 5) , 3. 23 (3H, 
s), 5.52 (1H, s). 

10b) N- ( (2Z) -4- ( (1 - (3- ( (6-7 D D -2-j~ 7 J-)V) 7 JVfc—Jl') 7° P/1 J^M~\- 

twj > ? x;^)^^;^)-3-^^;^-l,3-^TV , -;^-2(3H)-1 , y 7 J »-H-^g t ;pr 

»J10a)T#£ft7bft^l(1.2 g)$atttt(5 mDfcjgflPU ^aTl^fW^# 
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m^tco M£s*u mmmzw □ d ^ 7 xso mu <t h y x^;pt $xo.87 

bl) ^ira^^co c©«^^TT3-((6-^ d d -2-^-7 7°n tf 

:fr>|&(0.92 g), HOBt(0.52 g)43cfctXWSC(0.65 g)^JP^, MT?16l$|BW>#iBif 

NMR (CDC1 3 ) <5 : 0.94-1.16 (3H, m), 1.61-1.77 (3H, m), 2.26 (2H, d, J = 6.6), 
2.39-2.48 (1H, m), 2.77-2. 84 (4H, m) , 3.17 (3H, s), 3.47-3.61 (2H, m), 
3.75-3.80 (1H, m), 4.12-4.46 (1H, m) , 5.46 (1H, s), 7.51 (1H, dd, J = 1.8, 
10 8.8), 7.83-7.90 (4H, m), 8.41 (1H, s). 



15 



mm 1 1 

N- ( (2Z) -4- ( (4- (3- ( (5-7 o D-1H-- T > F— )\r-l-' T )V) 7>)V&=-)V) 7a/W -f ;i/ 

)-i-t°^^~7-;i/)^^;w-3-^^;i/-i, 3-^7V— (saw 'jf»-N-^f 



20 



25 




11a) 4-(((2Z)-3-^^;i/-2-^^-r5/-2,3-7t h'D-lJ-^T^H-f^ 

h°^7v>-l-^;V#>Mtert-7^;K2.5g)^T-lrhz:hU;K50mL) fcigflPU 
U 7 A (3. 7 g) £N-(4-7 DO^^JH-^^H, 3-^7V-;i/-2 (3HW 
U5 f »-N-^^;PTS>itm*l(3.2 g) > 4R#raS»#*giffc 0 

# 7 ATi»^LT®fB'fb'&#J (4. 3 g) SttfifflrfftKrA & ItHfc. 

NMR (CDClj) 6: 1.43 (9H, s) , 2.35-3.36 (3H, m), 2.97 (3H, s), 2.31 (2H, 

s), 3.33 (3H, s), 3.36-3.40 (4H, m), 5.69 (1H, s). 
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lib) N-( (2Z) -4- ( (4- (3- ( (5-^ p d-IH—T > K — — T ;p) 7°p/\° 

1 1 a) T# <=> nfcitism (1.5 g)£2gi£&(5 mUfc^PU £fln?l«r|Hro»* 
iglffc. SJ&i££ift*g|& ^M>fc;x^PP^>(50 mL)£ h'JX^75> 
(1. 3 mL) *Jn^., >Jc^TT? (3-((l-tert-y b3rz/%)U#-J\,-5-£? pp-lH-f > F 
-;i/-2— t )V) 7,)Vfc-)V) -7u\dJr>m<A.% gK HOBt (0. 77 g)*5«ktfWSC(0. 96 g) 

*S£g5feU ^#l^^->U^y^^ATlS0UT, ®IB^^(0.31 g) 

MR (CDCI3) 5: 2.36-2.47 (4H, m), 2.93 (2H, t, J = 7.6), 3.09 (3H, s) 
3.29 (2H, s), 3.43 (3H, s), 3.48-3.58 (4H; m), 3.76 (2H, t, J = 7.6), 5.84 
(1H, s), 7.20 (1H, s), 7.33-7.49 (3H, m), 7.75 (1H, d, J = 1.4). 

MffiM 1 2 

4- ((4- (3- ((6-^7 n U-l-j-7^)V)X)V*-)V) y"unj^)V)-\-]d^i>-)V) 
* J-)V) -3-* 5M1/-1 , 3-f7y-Jh2 (3H) --f 5 > 2 %K& 




12a) 4- ( (4- (3- ( (6-^7 a u-2-±y^)V) y°u/ W -Y ;P) -1-fc?^ 

«#»J3a)Tr#snfel-(3-((6-^pp-2-^-75 : -;i/)x^-;W^ntf^;i/) tf 

^ y *J XI . 5 g) , i-?UU* 9-JV-l, 3-5PT y-;i/-2-T ^ (0. 76 g) 43 «k 

tflfcil* U r>A (1.12 g) ©Tir hn h U ;K50 mL) ^»tt*4B*WBMIuyt«, 
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NMR (CDClj) 6: 2.37 (2H, t, J = 5.1), 2.44 (2H, t, J = 5.1), 2.84 (2H, 
t, J = 7.8), 3.38 (2H, s), 3. 45-3.57 (6H, m), 4.92 (2H, brs), 6.31 (1H, 
s), 7.58 (1H, dd, J = 2. 1, 9. 0), 7.90-7.95 (4H, m), 8.45 (1H, s). 
1 2b) 4- ( (4- (3- ( (6-^ n U-2-i-y ^n/V-f )V) -1 - tf ^ =y z? 

-;w ^ -3-^ ^;i/-i , z-^r v >-)V-t (3H) — r $ > 2 mmm. 

mmmi 1 a) t# e> ntcit^m (0. 5 g) &dmf (1 . 0 mo izmm u b ^;ko. 1 3 
x.-^ummti mDirMi@UT, mmt-smio. 23 g)£6fegiii:i,T#fc„ 

NMR (CDC 1 3 ) (5: 2.28-2.41 (4H, m), 2.78-2.86 (2H, m), 3.15 (2H, s), 3.30 
(3H, s), 3.34-3.55 (6H, m), 5.57 (1H, s), 7.55 (1H, dd, J = 1.8, 8.8), 

t 

7.87-7. 92 (4H, m), 8.43 (1H, s). 
MffiM 1 3 

(2Z)-4-((4-(3-((6-^ n yn;v<j|/)-i-^ 5 

—M * ^)V-2- (;* 5F;M" 5 / ) -2, 3-5? hFD-1, 3-?T y-;i/-5-^7 



(2Z)-3, A-z?*^)V-2-*^)V-( 5 7-2, 3-5? t Hn-1, Z-^TV~)V-S-tl 
ItX5P;K2.8 g)£l,2-5?^nnx^>(30 nL)fc»flpU AIBN(O.lg), NBSC2.3 

U f# £ rtfe (2Z) -4-7*n ^-3-* =p;W2-* 5 y -2, 3-5? t K n-i, 3- 

v—)v-5-x >m.jL^)v (1.5 g) tmrnrnza) -e# e> 1- (3- ( (6-^ n n 

-2-^:7 x;p*x;w y p tf^ 5?> (1. 5 g) ^ £i«g»3b) 
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NMR (CDC1 3 ) 6: 1.28 (3H, t, J = 7.2), 2.39-2.48 (4H, m), 2.79 (2H, t, J 
= 7.8), 2.96 (3H, s), 3.37 (3H, s), 3. 32-3.53 (6H, m), 3.81 (2H, s), 4.19 
(2H, q, J = 7.2), 7.52 (1H, dd, J = 1.8, 8.8), 7.86-7.91 (4H, m), 8.41 (1H, 
s). 



H«J 1 4 

N- ( (2Z) -4- (1- (3- ( (6-^ n D-2-^- 7 7,)V^-)V) ~Tunj^ )V> y 
V>-)V) -Z-^)V-\,Z-^TV-)V-2 (3H) --f U ^» -N-^ ^)VT == > 




14a) 4-((2Z)-3-^^-2-*3 L ;M'$/-2,3->?t Fn-l,H 1 7*/-;W-'f ;W 

4-T-fe^;i,tf^U>?>-i-^;i,^>^tert-^;K2.0g), 5, 5-yyn^;Hf7 
-;Vm(2.4 g)£x— 3r;K30 mDtC^U — ^^iffeo WtBbfc^^^ 

j -;K3o mu zm^. -mmffiLfz, mmvr^mm^^mh. mmt^m co.i6 

g) £#df fi^H «h LTifc, 

NMR (CDCI3) <5: 1.11-1.15 (2H, m), 1.45 (9H, s), 1.68-1.67 (3H, m), 2.31-2.34 
(2H, m), 2.62-2.68 (2H, m), 2.98 (3H, s), 3.02 (2H, d, J = 4.5), 3.23 (3H, 
s), 5.52 (1H, s). 

1 4b) N- ( (2Z) -4- (1- (3- ( (6-^ o D-2-^ 7^)V) XJlft ~ )V) 7°D/\° / < )V) -1- tf 
^ U >?-;W -3-^ , 3-=PX V-;W2 (3H) U 5=» ^)IT S > 
«#|14a) T#£>tlfc<fb;-a-#j (1.2 g) £ 1 NitM(^^b, l»3TO>#2!if fee S 

(50 mL) t. hUx^T$>(1.6mL)^j!JD^, 3fc}£TT3-((6-^ n 
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;w >n (1.7 g)> hobko.97 g)&«fctfwsc(i.2 g)<£Jn;JL 

NMR (CDC 1 3 ) <5 : 1.36-1.51 (2H, m), 1.94-2.11 (2H, m), 2. 60-2. 72 (2H, m), 
2. 93-3.02 (2H, m), 3.04 (3H, s), 3.12-3.25 (1H, m), 3.33 (3H, s), 3.61-3.69 
(2H, m), 3. 98-4.05 (1H, m), 4.66-4.72 (1H, m), 5.54 (1H, s), 7.64 (1H, dd, 
J = 1.8, 8.8), 8.00-8.04 (4H, m), 8.55 (1H, m). 



mmm 1 5 

N- ( (21) -5- ( (4- (3- ( (6-^ D U-2-j-7^)V) XJVft~)U) 7 PA° J <i )V) -1- tf^ =y 
v> - )V) % )V&=L)l>) -3, 4-J^)V-l , 3-^T >/— ;W2 (3H) — f <J ^» -N-^^W 
75 > 




(2z)-3, 4-^^^;^-^^;k s /-2, 3-^t Hd-i, 3-^7 vA- ;u-5-#;w?> 

K(0.6 g) & y ^ n n ^ ^ >(30 mL) ICilP L , hUX5=-;VT5>(0. 14mL)£;ijn*_ 

> »T-ei-(3-((6-^ p D -2-^-^^;W tfrf ¥^?p> 

(1.0 g), H0BK0.42 g)33c£l£WSC(0.57 g) *jtT?16WfflB3&»*jl'tffc. R 

m ^^mmvxmmm^mio. 13 g ) &a«ibT#L 

NMR (CDC 1 3 ) 6: 2.21-2.38 (2H, m), 2.24 (3H, s), 2.86-2.93 (2H, m), 2.99 
(3H, s), 3.27 (3H, s), 3.27-3.30 (2H, m), 3. 50-3.64 (6H, m), 7.58 (1H, dd, 
J=1.8, 8.4), 7.91-7.97 (4H, m) , 8.47 (1H, s). 



WO 2005/030740 



PCT/JP2004/0 14685 



81 



mm 1 6 

N- ( (2Z) -4- ( (4- (3- ( (6-£ D XJV^—M 7n / W < )V) -1 - tf ^ 7 

^^;i/)-3-X^;i/-l, 3-^7 % /-;W2(3H)--r U 5 f »-N-^^;PT S > 



16a) 4- ( (4- (3- ( (6-^7 D □ -2-^*7 7.)V^ZL)V) -fuMS 4 M-X-M^V 

HJS^j3a)T#e>nfei-(3-((6-i7 d p-2-^-7^;i/)x;v^x;W7'a t;^- tf 

^7^X1.5 g). «t 4-^7 o a ^ =p;u-n-^. 3^-1 , 3-^7 v/— ;P-2-7 5 ymmM 
(0. 81 g) G> «#J3b) <h EHUfc UT, Sffiffc;^ (1 . 2 g) £ fc UTifc 



NMR (CDC 1 3 ) 6: 2.37 (2H, t, J = 5. 1) , 2.46 (2H, t, J = 5.1), 2.82-2.87 
(2H, m), 2.95 (3H, t, J = 5. 1), 3.40 (2H, s), 3.45-3.57 (6H, m), 5.15-5.16 



(1H, m), 6.30 (1H, s), 7.58 (1H, dd, J = 1.5, 8.7), 7.90-7.95 (4H, m) , 8.45 
OH, s). 

1 6b) N- ( (2Z) -4- ( (4-(3- ( <6-# U U-l-ty^)V) TJl^X )V) 7°U ) W -Y )V) -1- 
tf^^i?-;W ^)V)-Z-3L^)V-\, Z-^TV")V-2(M)-^ Ut :? »-N-^^;1/7 



H»Jlla) -C#6»n^b^(0. 5 g) SDMFO. 0 mL) te»fl?U 3 7ffcX9VK0. 21 
nL) 80^-^— ISfej&^Siffc. Rl&i&£zMc:i£^&#>> ^on*Jl^A 

NMR (CDC 1 3 ) <5: 1.22 (3H, t, J = 6. 9), 2.31-2.41 (4H, m), 2.81-2.86 (2H, 
m), 2.96 (3H, s), 3.20 (2H, s), 3.40-3.56 (6H, m), 3.85 (2H, q, I = 6.9), 
5.68 (1H, s), 7.55 (1H, dd, J = 1.8, 8. 8), 7.86-7.93 (4H, m), 8.44 (1H, 




CH 3 N — CHj 
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S.). 

mm 1 7 

i- (3- ( (6-^7 a u-i-±y?-)V) - )V) y'un J -r jw -4- ( ( (2Z) -3-7 

-2- (7 3^ J M* 5 7 ) -2, 3- V t Fo-1, V— ;P-4— T ;W 7 tf ^ ^ > 




N-CH3 



17a) 4- (3- ( (6-^ n r\-2-i-y^)V) *)Vifr—)V) 7°u tt—M hf^5 S?>-1, 3- 

5?*;W#>«l-tert-^5 i ;i' 3-^^;i/ 

tf^^^>-l,3-^;P^>l-tert-^;P 3-7^;P (4*^3-232864) (5.0 g) 
&5?t7Un*?>(20mL)\zmBL, hUX^;i/T5X3.8mL)SiJDAv MTt 
3-((6-i7DD-2-^-7^;i/)X;^-;i/)^ , ntf^->m(8.0g) > H0Bt(4. 5g)M^ 
WSC(5.7 g)&iPx, MT16l$|H!;&>#igiffc 0 fc)&m&mm% U CA/^tT*7 

NMR (CDC 1 3 ) (5: 1.38 (9H, s), 2.85-3.01 (4H, ra), 3.65 (3H, m), 3.50-3.61 
(4H, m), 3.97-4.15 (1.3H, m), 4.25-4.34 (0. 7H, m), 4.48-4.70 (0.7H, m), 
4.92-4.96 (1.3H, m), 7.59 (1H, dd, J = 2. 1, 9.0), 7.90-7.94 (4H, m), 8.46 
(1H, s). 

1 7b) 1- (3- ( (6-^ p u-i-±y^-)V) x)lft-)i>) 7°un; -f )V) -4- (( (2 z) -3-7. 9- 

;i/-2-(^^;w 5 / )-2, 3->?ti h p-i, 3-^t % /-;p-4— r;w p^io fcf^^> 
-2-#;m^>^;*^;u 

^»<I17a)-Zr#e.n^b^#l(2.4g)^^^(15mL){C^bs MTH^IBJ*^ 
tHU fttll^^I«|?^y^A«Lfc 0 »i&&S*U £gg^£DMF(30 
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10 



15 



20 



mQlzmmh, U ?A (0. 84 g) <hN-(4-£ uu^)V-Z-^)V-\, 3-f7!/ 

-;i/-2(3H)--T U^»-N-^^Jl/7S>^m^(0.65 g) §J0;5U 70'CT4P#ra7^# 

NMR (CDC 1 3 ) 6 : 1.91-2.32 (2H, m), 2.64-3.10 (2H, m) , 2.99 (3H, s) , 3.18-3.35 
(1H, m), 3.24 (3H, s), 3.31-3.63 (5.6H, m), 3.65 (3H, s), 3.70 (0.6H, s), 

4.22-4.30 (0.4H, m), 4.32-4.48 (0.4H, m), 5.13 (1H, s), 5.74 (1H, s), 7.57 
(1H, dd, J = 2.1, 8.0), 7.91-7.95 (4H, m), 8.46 (1H, s) . 

mmm 1 8 

3- (2- (l- (3- ( (6-^7 n u-i-±y^)V) x ;w*x;w y D/\° J -f )V) -1-fcT^ y >*x;u 

) X^;W -1 , 3-^7 1/— ;W-2 (3H) 5 > 



18a) Jfc{b3-((6-^nn-2-±:7^;M;*;l/afc— MzfUtt—JV 

■ 

(4.4mL)*cfctW)MF(2itff)&h;i/X>(100iiL)K:ilP^ 1. 5NrWjl«Ebfco M££rM 
£ES*U ^»^X-7-;i-i^-y->7! ! »L,T®|3'fb-a-#>(15.5 g)£*a'<fe@ 

NMR (CDC1 3 ) 6 : 3.35-3.44 (2H, m), 3.49-3.57 (2H, m) , 7.62 (1H, dd, J = 
2.0, 8.0), 7.87-8.00 (4H, m), 8.48 (1H, s). 

18b) 2-(i-(3-((6-^ d p-2-^7^;Wx;p*x;w 7d fc°^-x;w-i- twj vx 

;i/)x^y— ;i/ 

3-K^bfc2-(4-t!^U^;WX^y-JK3.70 g) ^fftgrMH" HJ # A (2. 03 g) 
O7jc(50 mL) -THF (50 nL)^^^W8a)T»5*l£<b^»(7.57 g) ^Sff^ 
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NMR (CDC 1 3 ) 5: 1.01-1.13 (2H, m), 1.45-1.56 (2H, m), 1.67-1.81 (2H, m), 
2.45-2.57 (1H, m), 2.80-2.90 (2H, m), 2.93-3.06 (1H, m) , 3.52-3.60 (2H, 
m), 3.66-3.83 (3H, m), 4.44-4.50 (1H, m), 7.59 (1H, dd, J = 1.8, 8.8), 
7.93-7.97 (4H, m), 8.47 (1H, s). 

18c) l - (3- ( (6-^7 p u-2-i- y x ;i^x ;W y'u /t / -r )V) -4- (2- 3 — H x^- 

)V) fcf ^ U 5? > 

*»Jl8b)-e#e»nfc^t/(6. 18 g)(E>H^X3MKl00 mL)?§S&^ ^TT 
(100 mL) iCj^U 3 yfcj- h U (1 1. 3 g) £#n;lTS^T!24Btr*1.7^^?fco 

NMR (CDC 1 3 ) <5: 0.90-1.23 (2H, m), 1.60-1.84 (5H, m), 2.46-2.58 (1H, m), 
2. 82-2.90 (2H, m), 2.95-3.08 (1H, m), 3.20 (2H, t, J = 6.7), 3.51-3.60 (2H, 
m), 3.79 -3.86 (1H,< m), 4.46-4. 53 (1H, m), 7.60 (1H, dd, J = 1. 8, 8.8), 
7.92-7.97 (4H, m), 8.48 (1H, s). 

18d) 3- (2- (1- (3- ( (6-^ D D-2-t 7?JW X - y°U/^J ^ 
*J~)V) X^W-l, S-^TV— ;W2(3H)--f $ > 

l,3-?-T"J— ;i/-2-T5>(0.12 g)£DMF(0. 5 mDfc^U ^»J18c) ~T?%t>tl 

g)^mMc^MX, 80t:T— ^#Mi±Tco fcJfom&Mz&€&fr, 

#J(0. 11 g)^fi-fe^iL.Tf#fco 

NMR (CDCg 6: 0.82-1.13 (2H, m), 1.38-1.84 (6H, m), 2. 36-2.48 (1H, m), 
2.74-2.98 (3H, m), 3.45-3.54 (2H, m), 3.61-3.76 (3H, m), 4.35-4.42 (1H, 
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m), 5.68 (1H, d, J = 5.2), 6.29 (1H, d, J = 5.2), 7.52 (1H, dd, J = 1.8, 
8.8), 7.86-7.90 (4H, m), 8.40 (1H, s). 



Ml 9 

4- (3- ( (6-^ □ u-2-j-7 j-)V) -?unj>t ;w -1- ( ( (2Z) -3-^ j- jv 

y > 




10 



15 



20 



3-^Vtf^^^>-l-^;^>mtert-y^(1.5g)^DMF(50mL)tc:^Lx. tK 
h U A (0. 3 g)£iP;^ *^TTN-(4-^7 □ O^^H-^^hl, 3-^7 



V— ;U-2 (3© — T U ^» -N-* 3^1/ T 5 > 



(i.6 g)£2jp?u so'c-esn^f^ 



25 



io l- ( ( (2z) -3-y ^;p-2- ^;i/-r sy)-2, s-s? hFo-i, 3-^r v-;p-4— r 
;w*^;w-2-e^$v xi.7 g)^#fe 0 £*i£it^®K5 mDCiiu, mk 

T?lB#W^#^-tf fee £§M>£5^ n □ ^ >(30 mL) ICj&^L, 

hUX^75>(1.4 mL)£JP;^ ^T-r3-((6-^DD-2-^-^^)X;i>7|N- 
;V)7°Dt:^>^(1.5 g), H0Bt(0.84 g)^<j:?J?WSC(l. 0 g) ^JlPA^'ri6B€pM^ 

S'ttS^U ^ A7?*SMbT®fB'fb^(0. 25 g) £*SMft5fc<i: Uffc. 

NMR (CDC1 3 ) (5 : 2.51-2.84 (2H, m), 2.90 (3H, s), 3.12 (3H, s), 3.16-3.26 
(2H, m), 3.46-3. 50 (2H, m), 3.52-3.74 (2H, m), 4.12-4.15 (2H, m), 4.34-4.39 
(2H, m), 5.76 (1H, s), 7.51 (1H, dd, J = 2. 2, 8.8), 7.83-7.91 (4H, m), 8.40 
(1H, s). 
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4-(3-((6-^DO-2-t7^WXMzjl/)^n/V^fJW-l-((.(2Z)-3-^^ 



\f.^z?>-i,Z-i?l3)l-#>m-Uv\-'7?-)V 3-*3MKl.5g) ^DMF(50mL)« 
HL,, M^U^A(l.7 g) <hN-(4-£on^;i/-3-^;i/-l,3-5 1 Tl/— ;u 
-2 (3HM 'Jf»-N-^^75 >III 0. 4 g) SOrT-f^^-trfc 

04-(((2Z)-3-^^;W'2-(^^;P-r 5 7)-2, 3-vt Fo-l, 3-5 : 7l/-;M-'f 



^^;W-3-^V t°^^^>-l-*;i/^>mtert-^;Kl. 2 g) £#fc 0 h 
mLMc^U h Ux^;i/T5X0.87mL)SJn^-, W?3-((6-!?n D-2-t7 

^;Wx;^-;w)7°d t°^->^(o. 97 g), HOBt(o. 53 g)*3j:tXffsc(o. 65 g) 

NMR (CDC 1 3 ) 6: 2.38-2.52 (1H, m), 2.83-2.91 (3. 7H, m), 2.94 (3H, s) , 
3.23-3.40 (3.7H, m), 3.29 (3H, s), 3.48-3.66 (6. 3H, m), 4.06-4.29 (1H, m), 
4.77-4. 96 (0.3H, m), 5.71 (0. 3H, s), 7.73 (0. 7H, s), 7.49-7. 55 (1H, m), 
7. 88-7.94 (4H, m), 8.43 (1H, m). 




N-CH, 
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MffiM 2 1. 

(2 Z) -4- ( (4- (3- ( (6-# D P -2-^~ 7 X W 7° P / -f ; w - 1 - tr ^ ^ 

^^;i/)-N, 3-v^^;i/-2-U^;i/-< 5 7) -2, 3-5? t H p-i, 3-5^7 y— 




\ / 




H 3 C— 



Y 

N-CH 3 

(2z)-n, 3,4- h u ^^;u-2-(^^;k 5;)-2, 3-^fc hp-i, 3-^Ty-;p-5-^ 

;^^r-y-a F(2.0g)^5.*»J13iIWHi{'bT, ®fBfbfr^(0.54g)£6^#5fc 

NMR (CDC1 3 ) 6: 2.39.-2.51 (4H, m), 2.72-2.87 (5H, m), 2.94 (3H, s), 3.32 
(3H, s), 3.40-3.53 (6H, m), 5.24 (2H, s), 6.44-6.69 (1H, m), 7.52 (1H, dd, 
J = 2.2, 8.8), 7.80-7. 91 (4H, m), 8.40 (1H, s) . 



■mm 22 

(21) -4- ( (4- (3- ( (6-^7 p p-2-^- 7 ?-)V) TJl/tfw )V) ^DAVi" )V)-\-\f.^ -7 v 

—;w*^;w-n.n, 3- h u pwum^wm' sy)-2, 3-s^b fp-i, 3-^7 




I 

N-CH, 

(2Z) -N, N, 3, 4-5=- h 7 * ^;W-2- ^)V<1 5/)-2, 3->» fc F P-l, 3-^7V— ; V 
-B-*;P#^rU-5 F(2.0 g)^e»H»J13<i:|BlilfcbT, SflBfb'&ftKO. 27 g)^fi 

NMR (CDClj) <5: 2.31-2.42 (4H, m), 2. 70-2.78 (2H, m), 2.93 (3H, s), 2.97 

1 

(6H, s), 3.32 (3H, s), 3.35-3.51 (8H, m), 7.52 (1H, dd, J = 2-2, 8.8), 
7.84-7.90 (4H, m), 8.39 (1H, s). 
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mmm 2 3 

1- (3- ( (6-* □ U-2-j- 7 X )V-fc~)V) A° / ; V) -4- ( ( (2Z) -3- * fP;i/ 

-2- ^;i^r 5;)-2,3-ytHn-i,3-5 : 7 y-;i/-4— r ;w ^ t?^ ^ 5? > 

-2-^;^>mtert-^;u 




23a) 4-(3-((6-^OP-2-^-^^;W7v;i/^;i/)yD/W-r;i') fc?^^>-l,3- 

tT^^^>-l,3-^;i/#>^-tert-y^;i/ (Wu, Guosheng£, Enantiomer 6, 
343-345, (2001)) (4. 1 g) £$>^ P P >(50 mL) fcjftWU h'JX^V75 

> (4. o mD ^in^u ^k^TT3- ( (6-^ a p-2-^- ^P tf ^">M 

(4.3 g), H0Bt(2.4 g)^J;t/WSC(3.0 g) ^MXs ^T16B^ra^^iffeo HJfc 

mmL'xmm^m o g) ttnr^ 

NMR (CDCI3) 5: 1.43 (9H, s), 1.46 (9H, s), 2.84-3.11 (4H, m), 3.51-3.61 
(4H, m), 3.92-4.17 (1.3H, m), 4. 25-4.35 (0. 7H, m), 4.47-4.72 (0.7H, in), 
4.93-4.96 (0. 7H, m), 7.58 (1H, dd, J = 2. 1, 9.0), 7.93-7.97 (4H, m), 8.48 
OH, s). 

23b) 1- (3- ( (6-^ n U-2-i-y^jV) 7,)V-fc-)V) 7°P A° J -i )V) -4- ( ( (2Z) -3-^ J- 
)V-2- (t^JM 5 /)-2, 3->? th'n-l, 3-^7 >/— ;W-4--f ;W ^ bf ^ 7 5? > 
-2-^;i/^>^tert-^;i/ 

23a) T» £> nftfc-&® (5 . 0 g) & o n j* * > (5 0 mL) L « >K?£T 

Tfh7^^>'j;^'J7l/- Ml.9g)*inS.» 30#^#*H?fco ^Jfc?j££M 
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i"7^->^A«u^. awsEsesu nmm&vwiso moizmmv, mm 

# U $A (2. 4 g) £N-(4-# □ D jWP-3-.?WH, V— ;U-2(3H)-- f U 

NMR (CDC 1 3) (5: 1.34 (9H, s), 2.04-2.17 (2H, m), .2.79-2.88 (3H, m), 2.98 
(3H, s), 3.23 (2H, s), 3.27 (3H, s), 3.38-3.64 (4. 2H, m), 4.20-4.32 (0.8H, 
m), 4.95 (1H, s), 5.74 (1H, s), 7.58 (1H, dd, J = 2. 2, 8.0), 7.87-8.00 (4H, 
m), 8.45 (1H, s). 



mm 2 4 



1 - (3- ( (6-^ n U-2-± 7 ^)V) x;i/3f?—Jl/) ZfUt\ J <i )V) -4- ( ( (2Z) -3-* 3V V 
-2-(pWM' S./)-2, 3-i^k FP-1, 3-^y\A- ;W4—f )V) *^)V) hf^7 5? ^ 
-2-#;M^>^2 





COOH 

;»j23b)Tf#c>nfci-(3-((6-^np-2-^-7^;p)x;i/*z:;w^n^y-r ji/ 

)-4-(((2Z)-3-^^;W-2-(^^;^ 5 /)-2, 3-5? k HO-1, 3-^7y-JH-^JW 
t:^^>?>-2-^;l/^>mtert-y9 1 ;K4. 1 g)£*gfflKl5 mL)K:i§&?U 
S^-eiBtW^^i±Tc 0 ^#l^e»7jcS:h;UX>(30 mL) 

^{CcfcD^b, MfE^tJ (4. 2 g)^aB»*tbT#rc 0 
NMR (CDC 1 3 ) 6 : 2.03-2.42 (2H, m), 2.57-2.78 (2H, m), 2.80-2.97 (2H, m), 
3.00 (3H, s), 3.11-3.43 (2H, m), 3.61 (3H, s), 3.63-3. 86 (2H, m), 3.95-4.09 
(1H, m), 4.86 (2H, s), 7.11 (1H, s), 7. 74 (1H, dd, J = 1.8, 8.6), 7.96-8.03 
(1H, m), 8.15-8.31 (3H, m), 8.64-8.66 (1H, m). 
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mmm 2 5 

1 - (3- ( (6-^7 p u-2-1- 7 ^)V) 7 fr-fc— )V) -funj^ )V) -N- (2-h FD ^ism? 

;w-4-(((2Z)-3-^^;W2-(^^;w sy)-2, 3-5? k fo-i, 3-3^7 i/-;i/-4--r 
;w t°^^^>-2-^;i/#^-y-^ h 



^0ll24T# 6 nfc 1 - (3- ( (6- # □ p-2-^-7^;w zfu/^y^jv 

)-4-(((2Z)-3-^^;>-2-(^5 1 ;K 5/)-2, 3-5? k Fo-1, ;i/-w ;w 

^^;Wtf^^> ? >-27-^;i/^>M2^^(0.4 g) £DMF(20 iL)fc##U hU 
X^;i/T^>(0.2mL)S:in^, 5K^TT2-X^ 7 — )V7 5 >(0. 04 g) , HOBt (0. 12 
g) £;J;a?WSC(0. 16 g) £im;JL &itT?16li#Wj&>triSi?;fc. U t^zk 



(0. 21 g)^6fi»*t UTffc. 
NMR (CDC 1 3 ) 6: 1.82-2.20 (2H, m), 2.77-2.86 (2H, m), 2.95 (3H, s), 3.05-3.45 
(4H, m), 3.29 (3H, 3.49-3.80 (4.8H, m), 4.42-4.44 (0. 6H, m), 5.12-5.15 
(0.6H, m), 5.52-5. 55 (2H, m), 5.78 (1H, s), 7.05-7.08 (0. 6H, m), 7.29-7.32 
(0.4H, m), 7.59 (1H, dd, J = 1.8, 8.7), 7.86-7.98 (4H, m), 8.47 (1H,' s). 

nmm 2 6 

N-(2-75/-2-^yx?jl/)-l-(3-((6-^DD-2-t75 : ;W7J^JV)^D/1 
y ^ _ 4 _ ( ( ( 2Z ) _ 3 _^ ^;p_ 2 - (y, =p;|^ $ / ) -2, 3-5? tHo-l, 3-^7 l/~ ; P 

-4— r;w^.^;Wtf^^5^>-2-^;i/^iJ-5 H 
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;7t^7 5 H(0. 08 g)^^Hig^l25tPIilfcLT, ISfE-ft^ (0. 1 9 g) 

NMR (CDC 1 3 ) <5: 1.26-1.28 (2H, m), 2.04-2.22 (2H, m) , 2.70-2.99 (2H, m), 
2.94 (3H, s), 3.10-3.26 (2H, m), 3.27 (3H, s), 3.36-3.93 (6. 6H, m), 4.01-4.18 
(0.4H, m), 4.42 (0. 4H, br), 5.14 (0. 6H, br), 5.75 (1H, s), 6.00-6.08 (0.4H, 
m), 6.18-6.30 (0. 6H, m), 7. 57-7.60 (1H, m), 7.88-7.98 (4H, m), 8.46 (1H, 
s). 



M 2 7 

n- (2- (7-b^;K7 s J ) x^;i/) -l- (3- ((6-^ p u-i--yy^)V) 
yi/<;W-4-(((2Z)-3-^^;v-2-(^^;w s;)-2, 3-yhh*n-i, 3-5fT ;i/ 
-4-<;w tf^^^>-2-^j;i/^^r-y-^ F 

0 

1 

N CH, 
H 3 




N-T-fe^X^l/>> ? T5>(0.08 g)^e»H»J25<i:lRl^|{CbT> MfSft;^^ 
(0.15 g)^efe^ttT#fc. 

NMR (CDC1 3 ) 6 : 1.84 (3H, s), 1.93-2.20 (2H, m), 2.78-2.93 (2H, m), 2.95 
(3H, s), 3..10-3.33 (7H, m), 3.25 (3H, s), 3.59-3.70 (3.4H, m), 4.38 (0.4H, 
br), 5.04 (0.6H, br), 5.45-5.68 (1.6H, m) , 5.78 (1H, s), 7.22 (1H, br), 
7.53 (1H, br), 7.57 (1H, dd, J = 1.8, 8.7), 7.91-7.98 (4H, m), 8. 48 (1H, 
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mm 2 8 

i- (3- ( (6-^ d a-i-j-y^ji) 7s)Vifr-)V) -fun;^ )V) -n-^^;w- ( ( (2Z) -3- 
^>-2-^;i/^^tJ-5 H 




;*^;i/75>J£M*g(Q.05 g)*>&^Jfi^25t(g«»CL/T, jSIE-fb'&fl* (0. 23 g) * 

NMR (CDCI3) 5: 1. 96-2.22 (2H,'m), 2.71-2.89 (5H, n), 2.99 (3H, s), 3.11-3.28 
(3H, m), 3.31 (3H, s), 3. 37-3. 85 (4. 4H, m), 4.02-4.13 (0. 4H, m), 4.36-4.53 
(0.6H, m), 5.15 (0. 6H, s), 5.78 (1H, s), 6.41 (0. 6H, br), 6.71 (0. 4H, br), 
7.58-7.61 (1H, m), 7.87-7.97 (4H, m), 8.45 (1H, s). 



mm 2 9 < 

N- ( (2Z) -4- ( (4- (3- ( (6-2? O U-2-j- 7 X ;M> ~ )V) y°un J <i )V) -3- 

;W-i-bf^^^-;w *3=-;w-3-;WP-i. s-^t^-jP 

-2 (3H) U -x» -N-*3^7 5 > 




WJX0.07 g)^e>^»J25i|w]a^bT, StE'fb'&#K0.09 g)£6-fefcgj| 
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NMR (CDCI3) 6: 217-2.45 (2H, m), 2.62-3.19 (4H, m), 3.06 (3H, s), 3.33 
(3H, s), 3.34-3:74 (12. 2H, m), 4.00-4.22 (1.4H, m), 4.72-4.79 (0. 4H, m) , 
5. 23-5.24 (1H, m), 5.84 (1H, s), 7.66 (1H, dd, J = 1.8, 8.8), 7.98-8.05 
(4H, m), 8.54 (1H, s). 

MffiM 3 0 

( (2Z) -5-^0^-4- ( (4- (3- ( (6-^ a P-2-± 7 ^)V) TJl/* ~ )V) y°un/-i)V 

)-\-\d^7V-)V)*^)V)-z-*?-)v-\, 3-ePxy-;u-2(3H)— r ')^»t})vn^ 



h,c ch, 

30a) 3, A-P^fy-l, 3-^T^/-;W2 (3H)--f U <r>l))Vn^ >Wttert-7'^)V 

3-?77-;H-7$XlO g)£DMF(20 mL)t^L, ^T3^fb 



^^;!/(6.5mL)^sn^ 80*0^21^:^ #M7co Kmm^m^v, %t>ntz.n& 

mD^nx., ^T^m^-tert-^;K20 mL) &1mX, ^ST16P$P^€-*g-fc? 

A«tfco M^g^u mmt&m&.o g)&&&MhisTmc.o ■ 

NMR (CDClj) 5: 1.67 (9H, s), 2.36 (3H, d, J = 1.4), 3.70 (3H, s), 6.29 
(1H, d, J = 1.4). 

30b) (5-^0^-3,4-^^^-1,3-^X17-^-2 (3H)~< U^»^;PA5 >M 

«^J30a)T#^nfe{b-g-#>(3.0 g)£Eg^bMHt(50 vH)izmMh, MUX' 
AIBN(0. 1 g)43J:m(BS(2.3 g) £JDX_, 80*C-em# F^^if fc. R/S^^l?^7 
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NMR (CDClj) 5: 1.55 (9H, s), 2.26 (3H, s), 3.62 (3H, s) . 

30c) ( (2Z) -5-y n ^E-4- ( (4- (3- ( (6-# D U-2-±7?-)V) 7JI/3}n ~;U) y°un/^C 

)V) -l- fcf ^ 7 * -3-;* , 3-^T V-;i/-2 (3H) w u ^» *;w^ 

a >Mtert-y^;V 

HSS^J30b)T#e»nfcfb-&#J (5-7*0^-3, 4-5?* 3-^T N /-;i/-2(3H)-< 
U 5 s » #;W1$ >Ktert-^;K2. 9 g) fcl, 2-5^ p DI^ > (50 mL) \Z&ML* 
^fflTAIBN(0.1 g):fc«ktfNBS(1.7 g) SUP*., 80 < C-C3^*>#^lf fe» KJ&H££r 

kk* u y^mmzm^^ ? □ □^PA-caai, ^ 

* 3^-1, 3-^7^./— ;i/-2(3HW Vv*»tJ)M$>WLteTl-7 , ?)V (3.1 g)£^S= 

fco ci (Dit&m t mmMzti t# e>nfe i- (3- ( (6-^ o □ ? j-m tjv* - ;i,> 

^°Dhf^--;P) t'^7y>(1.0 g)£DMF(30 nL)fc»fl?U £a&& D #A(0.75 g> 

t 

NMR (CDC1 3 ) 6: 1.56 (9H, s), 2.38-2.49 (4H, m), 2.83-2.91 (ZH, m), 3.41-3.60 

(8H, m), 3.73 (3H, s), 7.50 (1H, dd, J = 2. 2, 8. 8), 7.92-7.97 (4H, m), 8.47 
(1H, s). 



'!|3 1 

5-7* □ €-4- ( (4- (3- ( (6-^7 □ D-2-t 7f )l/) X JV*-JW ^D/ V ^ JW -1- f A 

^ *?-)\,) * 3-M -3-* ^;wi , 3-f7y-;n (3© — r $ > 




»»|30c) T# Stlifc ( (2Z) -5-^D^E-4- ( (4- (3- ( (6-^ n n-2-^7^;V) TJI^ 
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- ;u) y d / w -f ;w -1- tf ^ 7 >^;i/) * -3-* , 3-^7 y-;p-2 (3h) - 

-f U-X»^;UA'5 >^ tert-^;Kl.2g)^ h.U ^M-ng^ClO mL) (C^b 

#1(0.07 g)^mm^m^tLxmc 0 

NMR (CDCI3) <5: 2.39 (2H, t, J = 5.1), 2.47 (2H, t, J = 5. 1), 2.86 (2H, 
t, J = 7.8), 3.28 (2H, s), 3.36 (3H, s), 3.43-3. 59 (6H, m), 7.58 (1H, dd, 
J = 1.8, 8.4), 7.91-7.95 (4H, m), 8.46 (1H, s). 

mmm 3 2 

N- ( (2Z) -4- ( (4- (3- ( (6-^ a U-l-^-y^-)V) 7s)V?Ss-)l) 7°un J < )V) -1- 1: ^ 
i?~)V) * -3, %-z?*^)V-\ , (3H) -- f U ^ » -N-;* 5^7 $ 



*»j3a) t?# e> nfc i - (3- ( (6- i7 p o -2-7- 7 t; 7° o tf^-n ;w tf 

^7y>(1.0 g) £N-(4-^ n D^^;P-3, 3-^T s /—;P-2 (3H)'-- r 

U^»-N-^^;PT5>^miS(0.8 g)^5>^»J3 ilWHi^LT, HfEifc-^ 
(0.39 g)^a-fe^tbT#7to 

NMR (CDC 1 3 ) 6: 2.11 (3H, s), 2.35 (2H, t, J = 5.4), 2.42 (2H, t, J = 5.4), 
2.86 (2H, t, J = 7.8), 3.00 (3H, s), 3.21 (2H, s), 3.36 (3H, s), 3.42-3.58 
(6H, m), 7.59 (1H, dd, J = 1.8, 8.7), 7.88-7.95 (4H, m), 8.47 (1H, s). 

nmm 3 3 

(1 - (3- ( (6-^ P □ -2-jr 7 J-M X ;i/afc - )V) Zf P A J )V) -4- ( ( (2Z) -Z-**)V 



a 




N — C 
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-2-(*3 L ;M' ^ 7)-2, Fn-l, 3-^77-;hH;W *?-)V) ZU5?> 

-2-4 )V) mkx.^)v 



33a) 4- (3- ( <&-? o n-2-}-:79\>W *;1/2Jnx;w yo/W -f ;W-3- (2-X h 3^ 

3-C-lh*J/-2-t^yiWW t!^5i?>-l-*;pai?>Ktert-^;K0.9 g) 
y^nn^^>(20mL)(ML, h Ui^75 >(0. 92 mL) £iD*_, 
3-((6-^PD-2-^-7^;WX;P^X;i/)7°Otf^->m(l,0 g), HOBt(0.55 g)43«£ 

NMR (CDC 1 3 ) 6: 1.15 (3H, t, J = 7.2), 1.39 (9H, s), 2.42-2.98 (6H, m), 



3.18-3.34 (0.3H, m), 3.41-3.58 (2. 7H, m), 3.92-4.13 (5H, m), 4.25-4.31 (0. 7H, 
m), 4.80-4.93 (0.3H, m), 7.48-7.56 (1H, m), 7.81-7.94 (4H, m), 8.31-8.43 



33b) (i - (3- ( p p-2-^- y =^)V) x;^x;i/) ;/p ;\° y 4 ji) -4- ( ( (2z) -3-y. 

^»J33a)T#£>ftfcte£-#Kl. 1 g) £ h U 7;^PBfflfc(10 mL) izmMh. 

&a*U Se«J&DNF(20inL)fc£WSU U (0. 55 g) £N-(4-# DO^ 

^;P-3-^ ^)V-\ , Z-^-TV-)V-2 (3H) -f U 5 s » ^;i/T 5 >m.MM (0.42 

g)£in*.\ 70 < c-e4^^#?nffco Jftjftsg*^, mgm&TMzSig&frZnzi 




(IE m). 
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NMR (CDC1 3 ) 6: 1.18 (3H, t, J = 7.2), 1.83-2.13 (3H, m), .2.41-2.48 (0.5H, 
m), 2.62-2.91 (5H, m), 2.99 (3H, s), 3.02-3.27 (3H, m), 3.34 (3H, s), 
3.47-3.62 (2H, m), 3.96-4.06 (2H, m), 4.34-4.38 (1H, m), 4.90-4.94 (0. 5H, 
m), 5.73 (1H, s), 7.55-7.60 (1H, m), 7.82-7.96 (4H, m), 8.46-8.48 (1H, ra). 



Iffim 3 4 

N- ( (2Z) -4- ( (4- (3- ( (6-^ D D-2-± 7 9-M 7,)l^—)V) 7° D /\° / )V 

) -3- ( (3- a-^ji^ u ~)V) -1 , 2, 4-^-y-^r i/-;i/-5— r ;w * -1- 

~J-)V) ^)V)-Z-^)V-\, 3-^Tl/-;W2(3H)-f U f»-N-^^l/75 > 
ci 




O N — <( 1 



II 

N— CH,. 



N' 

34a) 2-(2-Ib+y-2-^VI^W tf^^v?>-l, 4-> ? ^;^>^l-T U —)V 

t 

3-(2-Xh^^-2-^VX^;0 tf^^^>-l-^;i/^>mtert-^;K5.5 g) 
2:y^DD^^>(58iiiL)l«U h U Xf^75 >(6. 3 mL) £iQx., )K^TT 

1 

^DDjgmTU— ;K2. 4 g) ^r^Tin^. ^MT 1 B#P^#^i±Tc 0 

NMR (CDC1 3 ) 6: 1.25 (3H, t), 1.39 (9H, s), 2.63-3.10 (2H, m), 3.21-3.38 
(2H, m), 3.69 (3H, s), 3.81-4.10 (2H, m), 4.50-4.71 (4H, m), 5.16-5.31 (2H, 
m), 5.77-6.02 (1H, m): 

34b) 2-((3- ; E;^U >-4— OX>)-\, 2A--**W7V—)V-%—<)V) hf^5> ? > 
-1, 4-i?%)\s-#>Ml-7 U— )V 4-tert-^;U 

=E)l*0 >-4-#;M^1f-$ H t^yA (2. 1 g) £4&tKTHF(50 mL) izmMV, 4A 
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4ti- b U ^7 A (0. 57 g) 6O'CT?20#|8Jj&> fTfi-lf fe. ^0^^^«J34a) 

U 7j^>tj 7AtiS bTSiB<fb-&#j d . 3 g ) £ btifc. 

NMR (CDC1 3 ) 6: 1.38 (9H, s), 2.57 (4H, t, J =4.5), 2.81-3.03 (1H, m), 
3. 24-3.47 (2H, m) , 3.67 (2H, s), 3.72 (4H, t, J = 4.5), 3.98-4.18 (2H, m), 
4.58-4.74 (3H, m), 5.19-5.40 (2H, m), 5.53-5.63 (1H, m), 5.80-5.99 (1H, 
m) . 

34c) N- ( (2Z) -4- ( (4- (3- ( (6-^7 D D -l-ir*7 ^)V) 7,)V^~)V) 7° D A° J ^ )V 

) -3- ( (3- (4-^e;^ u —)V) -i , 2, 4-^+J-^x i/-;i/-5— r ;w ^ -1- tr^5 
s?-;w ^^;w-3-^^;w, 3-^r V-;w2(3H)-f y x^o-n-^jvt^ > 

^«J34b)-e#e>n^b-ir#J(l. 3 g) £THF(20 nL) WL, 1, 3->>^;W\*;H£ 
^-JVf(1.9g), Th7^X(h'J7iZM7>7^»/^7y^A (0. 3 g) £Jn 

T?<ejftLfe. a§FJ££g5£U ^Mj£^PO^>(20mL) Ci§$PU hUX^ 
JJ/TSX0.92 inL)<&in^, ^T"C3-((6-^ O U-l-±7?-)V) Wfr—)V) rfu 
fc!^->Bfe(1.0 gK HOBt(0.55 g);fc«ktflrSC(0.6S g)£ftl*, " SfflT16ll#W3fc*iB 

4- (3- ( (6-^7 □ u-i-^yf-M 7.)Vfc—)i) yunM )V) -3- ( (3- (4-^E;!/* y - 

3^K2.3g)£#fc. cn€by7;^n»aKl5mL)fc»«?b. 

iB-tffc. £*&8c&*8^ SS4fe^S6*y^A7K»«cTT;^yttfcL}fc^ 

g|»l£DMF (30 mL) fcJ8#U KBfe* U #A (1 . 0 g) £N- (4-i7 DD^W^? 

;p-i,3-^T % /-;i/-2(3H)-- r y^»-N-^^-;PT$>^m^ (o. 77 g) ^ira^u 70 
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NMR (CDC 1 3) 6: 2.09-2.19 (1H, m), 2.39-2.61 (5H, m), 2.84-2.89 (1H, m), 
2.96 (3H, s), 3.01 (3H, s), 3.06-3.30 (3H, m), 3.49-3.61 (6H, m), 3.64-3.78 
(6H, m), 5.73 (1H, s), .5.86 (1H, s), 7.58 (1H, dd, J = 2.4, 9.0), 7; 88-7. 96 
(4H, m), 8.48 (1H, s). 



MM 3 5 

( (2Z) -4- ( (4- (3- ( (6-^ P P -2-j- 7 J-)V) ^)Vfc~)V) 7° P A J <i J V) -1- tf ^ 7 V 




35a) 4- ( ( (2Z) -5-2^5 )V-Z-^)V-2- ^M" 5 7 ) -2, 3-v 5 1 Hn-1, 3-^T 

V— ;i/-4— r ;w * h°^i?>-i-;*j;M^>Mtert-:/^;i' 

H»Jlla)-e#^tlfc4-(((2Z)-3-^9 L ;W2-^^;W s 7-2, 3-v>k HD-l, 3-^ 

TV— ;w-r;wpww kr^^^>-i-^;w^>Mtert-^;Ki.og)&THF (20 

nL)tea§Ffl¥U -70 < C^n-^;i/U^^A(4.6mL ; 1. 6M'S^rU->»*aD*JP^ 30 
$MW*>SiBlfJfc. EJCftJCDMFO.O mL) -70 £ CTlB#F^^iffc^>' 0*C 

NMR (CDC1 3 ) 6: 1.46 (9H, s), 2.40-2. 52 (4H, m), 3.06 (3H, s), 3.42-3.45 
(4H, m), 3.49 (3H, s), 3.67 (2H, s), 9.75 (1H, s). 

35b) 4-(((2Z)-5-fc Hd+^/^H-^^H-U^JK 5 7)-2, 3-5? fc FD 
:»il35a) T?f# £> tl^b^ (1 . 1 g) £ ;* ^ 7 — ;i/ (15 mL) £ £ P P (1 5 mL) 
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Tttm^m^^^7Ka^^^^AT^bfeo^^g^uTO^^(i.i 

g) *gfe»fi«Sa«»: LT#7c, 

NMR (CDCI3) (5: 1.45 (9H, s), 2.39-2.44 (4H, m), 2.99 (3H, s), 3.34 (3H, 
s), 3. 34-3.43 (6H, m), 4.49 (2H, s). 

35c) ((2Z)-4-((4-(3-((6-£ P U-2-^-y^-)V) 7,)V*-)V) T/PAV-f ;W-l-tf 

^ ^ *j-)V)*?-)V) -3-^ ^;i/-2- 5;)-2,3->?tHn-i, 3-5P 7 
-5— nv) 

mmm 3 5 b) t# £ nr^t^m u . 1 g) £ ^Mra a 0 mD k: l , rn.rn.-v 1 b#w?&^ ^ 

*gif7c„ ^®#7^fSfPMW7K(15 mL) P Pzj^l/A (15 mL)(D 

u otTM3-((6-^PD-2-t7?;Wx;^-;wyot°t^ 



NMR (CDCI3) <5: 2.38 (2H, t, J = 5.1), 2.46 (2H, t, J = 5.1), 2.86 (2H, 
t, J = 8. 1), 2.99 (3H, s), 3.32 (2H, s), 3.33 (3H, s), 3.44 (2H, t, 1 = 
5. 1), 3.50-3.57 (4H/m), 4.48 (2H, s), 7.58 (1H, dd, 1 = 2.1, 9.0), 7.90-7.96 
(4H, m), 8.45 (1H, s). 



mmm 3 6 

N- ( (2 Z) -4- ((4-(3-((6-^PD-2-t7 ^)V) X )V^~)V) ~7 P / V -< ) W -1 - h!^ ^ 

>>-;!✓) * -5- ((y/^;i/7s;)^ -3-^ ^-1 , 3-5PT i/-;i-2 (3H) - 
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36a) 4- (((21) -5- ((S?* J-)VT 5 J ) ;* -3-*^;i/-2- 

mt&ms a) t?# e> n^4- ( ( (2z) -5-^ $ )v-i-*?-)v-2- (* ^; wr $ / ) -2, 3-^ 

(1. 0 g) tlMv^^X^ >THFfM(2. 6 mL) £l, P Di^ >(50 mL) £ft^ 
(0. 18 mL) ©ii'&$fcfcjg#U 0*CT h U T"fe h^VTK^b^^*^ h U ^A (0. 84 

NMR (CDClj) <5: 1.46 (9H, s), 2.25 (6H, s), 2.35-2.40 (4H, m), 3.01 (3H, 
s), 3.27 (2H, s), 3.36 (3H, s), 3.40-3.50 (4H, m), 3.74 (2H, s). 
36b) N- ( (2Z) -4- ( (4- (3- ( (6-^ n U-2-±y^-)V) M ~7unj^)V)-\- 
V—M p< J-)V) -5- ( ($> * 5/)^ -3-* =7-)V-\ , Z-^7V—)V 
-2 (3H) -rf U » 5 > 

^»j36a)-ef#e>n^b-&#; a. 1 g) saaoKcio mL) fcjs#u ^s-emt p^^- 

S^fciSflPU 0t:T^b3-((6-^ a 0-2-^ 7 ;w 7 p tf^--;v 
(0.89 g) ^M-e2^j&^®i?fe c SM^7Ktca^*^PP^;i/A- 

£®SU ^e%*if£^^U*y;P*7AT»«bT«SB^^I&(0.22 g)£fi 

NMR (CDC 1 3 ) 6: 2.25 (6H, s), 2.34-2.43 (4H, m), 2.83-2.91 (2H, m), 3.00 

(3H, d, J = 1.8), 3.24-3.27 (2H, m), 3.28 (2H, s), 3.34 (3H, d, J = 1.8), 

3.44-3. 59 (6H, m), 7.60 (1H, dd, J = 1.4, 8.8), 7.92-7.97 (4H, m), 8.47 
(1H, s). 

mmm 3 7 

N~ ( (2Z) -4- ( (4- (3- ( (6-& P U-2-T7?-)V) 7*M~)V) 7°P AV -f ;W 

s?-;p) * -3-^ ^;p-5- (4-^* u — ;m ?\>w -1 , 3-^x V— ;u-2 (3H) — r 
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a 




N 



O 



H,C-N S 
II 

N — CHj 



37a) 4- ( ( (2 Z) -3-^ ?;W2- ^^-f 5 7 ) -5- (4-=E 'J " ;W PWW2, 3->? 

t Fn-i, 3-3=\7V— ;u-4--r;w^;» tf^^>-i-#;i^>^tert-:/5P;p 

H»J35a) Tt# e.tlfe4- ( ( (2Z) -5-*;^ ;i/-3-* ^)V-2- (* ^;i/-f 5 J ) -2, 3->? 

t Ho-i,3-^Ty-;i/-4-r;w^^;W tf^^^>-i-^j;^>mtert-^;i/ 

(1.0 gJit'J^UXO. 36 mL)£l,2->?^DntX^>(50 mL) <hM(0. 18 mL)<Z) 
^-gUgtC^U 0°C-r h U Tir h^r->7jc^b*^^ h U 1>A (0. 84 g) £JD?L 

®f2{bl§r#l (1 . 2 g) £ LTttfco 

NMR (CDC1 3 ) 5: 1.46 (9H, s), 2.35-2.40 (4H, m), 2.43-2.47 (4H, m), 3.01 



(3H, s), 3.27 (2H, s), 3.35 (3H, s), 3.37-3.42 (4H, m), 3.69-3.71 (4H, m), 
3.74 (2H, s). 

37b) N-((2Z) -4- ( (4-< (3- ( (6-^ n D-2-± 7 J~)V) X =JV) ^P/V<;W-1-' 

tf^ 7 v 5 — ;w ;* -3-^ ^;u-5- (4-^e;^ u —)v*^m-\, z-^tv—)V 

-2 (3H) -< U 5* » -N-* ^;]/X 5 > 

*»!i37a)-e#e>n^t;'&%(i. 2 g) ^mmmnomi) \zmmi>. mu-cmm^ 

iliffc. ELffcML&W&&&* 38g%S:flSfti;Btf;Jc(15 mL) t.9 a o4n;PA(15 mL)© 

i&&i£fcig#U 0 < CT^b3-((6-^7 o u-l-iri^-M 7.)V^>~M t?^-;i/ 

§S*U ^%^»tt>'U^^*^AT*tMLT®IBft:^(0.22 g)£fi 
NMR (CDC 1 3 ) (5: 2.18-2.44 (8H, m), 2.84-2.92 (2H, m), 3.01 (3H, s), 3.28 
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(2H, s), 3.35 (3H, s), 3.35-3.40 (2H, m), 3.43-3.55 (6H, m), 3.68-3.73 (4H, 
m), 7.60 (1H, dd, J = 1.4, 8.8), 7. 92-7.97 (4H, m), 8.48 (1H, s). 

mmm 3 8 

( (2Z) -5- (l - (3- ( (6-^ o o-2-t7^Wx;^z;W y □ A' / -f ;W-1 - U 5? 

n;v)-3-^^;w2-(^^;w sy)-2, 3-^t fo-i, 3-^t % /-;p-4— r;w 



38a) 4- ( ( (2E) -4-3fr;P5 ;i>-3-* J-)V< 5 / ) -2, 3->* k F D-i , 3-^T 

v/— ;w5--r ;w ;* ^-)V) tf^u 5>>-i-*;v#>Ktert-^5=-;i/ 

4-(((2E)-3-^^;V-2-U^;W S/H 3-e?t FO-I, 3-^7y-JH-^J!/)^ 
b°^U > ? >-l-^j;l-#>Mtert-y^;i/(2. 2 g) #>£5li£#l35a) tfSliKcLT, 



JStEffc*^ (2. 7 g) £#2r 0 

NMR (CDClj) <5 : 1.48 (9H, s), 1.63-1.87 (4H, m), 2.70-2.86 (2H, m), 3.04 
(3H, s), 3.38-3.48 <1H, m), 3.56 (3H, s), 4.22-4.49 (2H, m), 9.77 (1H, s). 
38b) 4-(((2E)-4-t Fn^^^H-^^H-(^f M 5 y)-2, 3-^ t Fn 

mmmssa) -emzntcfe&w (2. 7 g) & e»^»j35b) tmm\z it, mmt^m 

(1.6 g) £r#fc„ 

NMR (CDCl 3 ) 6: 1.47 (9H, s), 1.52-1.72 (4H, m), 2.68-2.82 (2H, m), 2.96 
(3H, s), 3.18-3.29 (1H, m), 3.33 (3H, s), 4.15-4.21 (2H, m) , 4.43 (2H, s). 

38c) ( (2Z) -5- (l - (s- ( (6-^? n n-2-t 7^;W -7un;^)V)-\-\L^ 

U ¥—)V)-Z-*^)V-2-(*?-)V^ $/)-2, 3-^k F P-l, 3-^ti/-;u-4— f JW 

^»j38b)T#e,ti^<b^a.6 g)^^mmm3Bc)tmmizhx. mmtt>m 
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(0.06 g)£aitfi!fr5fc£l/T#&. 



NMR (CDC1 3 ) 6 : 1.47-1.84 (5H, m), 2.48-2.60 (1H, m), 2.85-3.25 (3H, m), 
2.93 (3H, s), 3.30 (3H, s), 3.52-3.60 (2H, m), 3.87-3.93 (1H, m), 4.41 (2H, 
s), 4.53-4.60 (1H, m), 7.59 (1H, dd, J = 2.0, 8.8), 7.88-7.98 (4H, m), 8.48 
(1H, s). 



MM 3 9 

N-((2Z)-5-(i-(3-((6-^pn-2-^-^5 : -;Wx;i/*-;wyaAV-f;W-i-tf^u 

V — )V) -4- ( &*f)V7 57)^ -3-^ , 3-^T V-;i/-2 (3H) —f U 7 1 

■ 

»-N-^5 L ;i/T5 > 




39a) 4-(((2E)-4-((^^^T$/)^^;W-3-^^;W2-(^^;P-f $y)-2,3- ' 

s>b f P-i, 3-^y y-;i/-5— r ;w twj ^>-i-^jjv^>wtieTt-^)v 

ZffiMZSa) T# £ *lfc4- ( ( (2E) -4-*;!/ $ )l-Z-* (^JK5/)-2, 3->* 

t Fo-i,3-^TV-^;W5-i';w^^;w tf^u^>-i-^;^>mtert-y^;p 

(0.9 g)<tlM^5 1 ;P7S>THFjS«(2.6 mL)^£>H»!j36a) i^itLT, MSB 

NMR (CDCI3) 5: 1.47 (9H, s), 1.53-1.95 (4H, m), 2.22 (6H, s), 2.69-2.89 
(3H, m), 2.98 (3H, s), 3.15 (2H, s), 3.33 (3H, s), 4.17-4.23 (2H, m). 
39b) N- ( (2Z) -5- (1- (3- ( (6-# P ^ D/t / -f )V) -1- tf 

^ u s?-;w -4- ( 5 y ) * -3-* 9^-1 , 3-^x v/-;p-2 (3H) ->r 

^»j39a)-e#^n^k-&#ia. l g) £Mb3-((6-^ Dn-2-t7?JW7M~' 
;W ^P fcf^"-;K0. 89 g)^£HIS0ij36b) trafilfcLT* jBI&fb-&*(0. 43 g) 
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NMR (CDC 1 3 ) 6: 1.47-1.70 (5H, m), 2.22 (6H, s), 2.49-2.61 (1H, m), 2.86-2.94 
(2H, m), 2.98 (3H, s), 3.01-3.09 (1H, m), 3.14 (2H, s), 3.34 (3H, s), 3.53-3.61 
(2H, m), 3.88-3.95 (1H, m), 4.58-4.64 (1H, m), 7.59 (1H, dd, J = 1.8, 8.8), 
7.88-7.98 (4H, m), 8.48 (1H, s). 



mmm 4 0 

N-((2Z)-4-(i-(3-((6-^DD-2-±7^;Wx;i/4N-;p)yDAV-i';W-i-tf^u 

V~)V) -5- ( (V* ^)VT 5/)^ J-M -3-* , 3-5PT V-;i/-2 (3H) — f U f 




40a) 4-((2Z)-5-/f%;PS;W3-^^;U-2-U5 i ;K5y)-2,3-^b Hn-1,3-^7 

;io e^u^>-i-#;i^>mtert-^;i/ 
n»jna) -e# e>n^4- ( (2z) -3-* 9^-2-* s / -2, 3-2? t f d-i , 3-5=- 

TV—)b-±-iM tf^'J e^>-l-*;i/#>Bltert-^;HWb!K*KJfi(2. 2 g)^ 
£>H»!)35a) tH»fcLT, UlS^^ (2. 4 g) 

NMR (CDC 1 3 ) 6: 1.49 (9H, s), 1.90-2.00 (4H, m), 2.73-2. 79 (2H, m), 3.05 
(3H, s), 3.14-3.25 (1H, m) , 3.47 (3H, s), 4.31-4.37 (2H, m), 9.88 (1H, s) . 
40b) 4-((2Z)-5-((^^;i/T$ J) *^)V)-Z-*?-)V-l-i*7)V1 ^ / )-2, 3-v 5 

h h'o-i, z-^TV— ;p-4--f ;w tf^U 2?>-i-#;i^>Mtert-:/^ 

;»j40a)-et#e.tiyc'fb'B-^(0.75 g)tWiSX ; ^)V7S.>'mffifc (2.2 tOi^& 

;«j39a) t mmz lt, siba;-^ (0.5 g) 

NMR (CDC 1 3 ) (5: 1.49 (9H, s), 1.64-2.09 (4H, m), 2.26 (6H, s), 2.72-2.81 
(3H, m), 2.99 (3H, s), 3.31 (3H, s), 3.32 (2H, s), 4.22-4.28 (2H, m). 
40c) N- ( (2Z) -4- (1- (3- ( (6-^7 p D-2-t7f JW.Xj^^JW 7° J -f ;W -1- tf 

^ u >>r:;w -5- ( 5/)^ -3-y ^;p-i , 3-^7 y-^-2 (3© — r 

•Jf»-N-^5 1 ;V7$> 
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mffimm)-cnzn%ifc&w(.o. 5 g ) t^b3-((6-^DD-2-t7f;wx;^- 

)V) y'n tf^--;Ko. 43 g) & zmmmm) tmUlz It, mmk&m (0. 1 1 g) 

NMR (CDCI3) 6 : 1.76-1.94 (4H, m), 2. 05-2.20 (1H, m), 2.24 (6H, s), 2.50-2.59 
(1H, m), 2.83-3.13 (3H, m), 2.98 (3H, s), 3.29 (2H, s), 3.30 (3H, s), 3.48-3.60 
(2H, m), 3.97-4.01 (1H, m), 4.69-4.73 (1H, m), 7.58 (1H, dd, J = 1.4, 8.8), 
7.89-7.96 (4H, m), 8.47 (1H, s). 

SIMM 4 1 

N- ( ( (2Z) -4- (1- (3- ((6-i7 p U -2-3-7?-)V) Zfr-fc ~)V) 7° D/W M -1-tf ^ U 

~j—)V)-z-*^)v-i-(*^)v^^;)-2,z-j\i KD-i,3-5^Ty-;i/-5-r;w ;* 




41a) 4-((2Z)-5-(((2-p< h+yX^JP) (^fjW 75 7) / ^W-S-^^M-C^ 
5\7M' 5/)-2, 3-S*fc H D-l, 3-^TV-;i/-4— f ;i/) fcf^ U >»>-l-* ' 
tert-^;P 

&f&094Oa) &tlfc4- ( (2Z) -5-^5. )V-Z-^)V-2- ^M' 5 / ) -2, 3->? 
t HD-l, 3-f77-;H-fjV) fcf^U ^>-l-;&;M?>Ktert-:/9S>K0. 75 g) 
£2-* h^~>-N-^^;PX^;PT=t>(0.23g)^e»^»!l39a)i|W|^^bT, JS1E 
(0. 5 g)£f#fc 0 

NMR (CDC1 3 ) <5: 1-48 (9H, s), 1.64-1.95 (4H, m), 2.30 (3H, s), 2.61 (2H, 
t, J=5.8), 2.71-2,82 (3H, m) , 2.98 (3H, s), 3.31 (3H, s), 3.36 (3H, s), 
3.46 (2H, s), 3.52 (2H, t, J=5.8), 4.17-4.32 (2H, m). 

41b) N-(((2Z)-4-(l-(3-((6-^OP-2-^-^^;i/)7;;i/7jN-;i/)yDAV-l';W-l- 
tf ^ U -3-* ^)V-2- (j* 5y)-2,3-ykKo-l, 3.^7^-;^^ 
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)V) -fu tf^-;K0. 43 g) S^I»J36b) k.Wfc\Z UT, 



:iB<b^(o.i7g)^a 



NMR (CDC1 3 ) 5 : 1.72-2.12 (5H, m), 2.28 (3H, s), 2.49-2.61 (3H, m), 2.86-3.13 
(3H, m), 2.98 (3H, s), 3.29 (3H, s), 3.34 (3H, s), 3.43 (2H, s), 3.48-3.59 
(4H, m), 3.96-4.00 (1H, m), 4.68-4.73 (1H, m), 7.59 (1H, dd, J = 1.4, 8.8), 
7.89-7,96 (4H, m), 8.48 (1H, s). 



mmm 4 2 

(2 z) -5- a - (3- ( (6-^ n u-2-j- yj-) V) tji^x ; u> y n/ w <i )V) -1 - tr^ u 

;W-3-^^;W2-(^5:;K 5/)-2, 3, 4, 5-rh7k FP-6H-tf OP [3, 4-d] [1, 3] 




42a) 4- ( ( ( (2Z) -5- (X h^rSstDbtf—M -3-* 3=\>P-2- ^;U-f S / ) -2, 3->* t 
Kn-1, S-^T^-^-H ; W * 75;)t!^'J^>-l-M# >W.^>z?)V 

-f 5 y-2, 3-i^t FD-1, 3-f 7l/-;H-*M>lX?;K3. 0 g) y t! 

V>-\--ft)\'T$>m.*<> 3 g) £DMF(50 mL) fcigflgUiSfflfcfr VOA (3. 8 

NMR (CDC1 3 ) 6 : 1.22-1.46 (2H, m), 1.33 (3H, t, J = 7.4), 1.62-1.99 (3H, 
m), 2.61-2.82 (1H, m), 2.86-3.00 (1H, m), 3.01 (3H, s), 3.42 (3H, s) , 4.05 
(2H, s), 4.05-4.14 (2H, m) , 4.25 (2H, q, J = 7.4), 5.12 (2H, s), 7.34-7.37 
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(5H, m). 

42b) 4- ( (21) -3-y 3M1/-2- (y ^M" S 7 ) -6-^ V-2, 3, 4, 6-rr F ^ t: F P-5H- 
tfD □ [3, 4-d] [1, 3]?7y-j|/-KJ0 fcf^U ^>-l-#;Utf>^>>?;p 
^»!)42a) Tf#e»tl^Yt:^(3. 1 g) i7jc^b± F U £ A (0. 59 g) £y ^ y — ;p 
(30 mL)-7jc(10 mQlzmmV. 80X:xZ0ftfflfr%MlifZo 1 Nift&Tlfc 

14£U }«£®£bfco ^#/£DMF(50mL)l;:MU F UX^XS >(0. 87 
mL) &tQ?L, Tk^TTHOBt (1. 0 g) <hWSC(l. 4 g) ££n;^ ^MT16B#ra^#^if fc, 

NMR (CDCI3) 5: 1.52-1.71 (2H, m), 1.79-1.85 (2H, m), 2.00-2.28 (1H, m), 

2.81-3.04 (2H, m), 3.03 (3H, s), 3.29 (3H, s), 4.07 (2H, s), 4.29-4.35 (2H, 
m), 5.13 (2H, s), 7.36-7.38 (5H, m). 

42c) (21) -5- (1- (3- ( (6-^ □ U-2--ry^)V) ~)V) ~fn A y -f )V) -1- tf ^ 

U v 5 — ;10 -3-y ^;P-2- (y $ y ) -2, 3, 4, 5-t- F 7 1 F n-6H- tf n d 

[3, 4-d] [1, 3]^7-y-;W-6-^-> 

t 

*»d42b) T#e>n^b^(i. 4 g ) &9kfc7km(DBMmm(io no m 

(15 mL) ©M^CT^L, 0*CT?iMb3-((6-^ P D-2-^7^;W X;i^-;P) yd 
hf^--;Kl.l g)SrJlDX, ^T2P€f B 1^#^-tffc. £JM£tM;:&^&^ n □ 

c }«£g5!5U ^»^*tt~>U*<7-y^^ATMMbTj®IB^#?(1.2g) 

NMR (CDC1 3 ) <5: 1.51-1.61 (2H, m), 1.81-2.05 (2H, m), 2. 58-2.70 (1H, m), 
2.84-2.98 (2H, m), 3.03 (3H, s), 3.12-3.18 (1H, m), 3.28 (3H, s), 3.50-3.67 
(2H, m), 3. 93-3. 99 (1H, m), 4.07 (2H, s), 4.14-4.41 (1H, m), 4.66-4.74 (1H, 
m), 7.61 (1H, dd, J = 1.4, 8. 8), 7.89-7.98 (4H, m), 8.49 (1H, s). 



mm 4 3 
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1- (3- ( (6-# O a-2-±y^)l) 7,)V-fc~)V) ~f PAV -f )V) -4- (( (2Z) -Z-^)V 

-2-#;i^=M^ F 



5 43a) 4-(3-((6-^Pn-2-^-r7^;i/)7,;U^;!/)yDAV-f;P)k°^^v?>-l,3- 

S-CCG-^DD^-^-^^WX^Tis-^ynA^CO. 33 g) , H0Bt(2. 30 g)35j; 
CWSC(2. 88 g) h ~ h U;K50 mL) {CjP^.T15^W^#^iffe^ tf^^v 

>-l,3-v?*;^>m> J -tert-^;i/(2.99 g)*!cfctf MJX5P;P7S >(3. 03 g) 

7cio ^#>?:-> 1 J^y;l/^7^Al! ! »MbT®fB'fb^(2.40 g) § 

NMR (CDC 1 3 ) 6: 1.42-1.47 (18H, m), 2.80-4.94 (11H, m), 7.60 (1H, dd, J 



43b) 1- (3- ( (6-£7 D U-l-Ty^)V) X)]/* yu/V-f )V) ^ S?>-2-# 

^u^^e> h u *?-)v*/V)VY- u 7;i/^-n^^>x;^^- mo. 27 g)&nx, 

ftfr#K0.42 g)$»*tlTHfc, 

NMR (CDC 1 3) 5: 1.43 (9H, m), 2.60-4.89 (11H, m), 7.59 (1H, dd, J = 1.8, 
2.0), 7. 89-7.96 (4H, m) , 8.48 (1H, s). 

25 43c) i-(3-((6-^oD-2-±7^;Wx;i/*r:;W^PAV-r;W-4-(((2Z)-3-^5 : - 

;H-(/^K5;)-2,3-yh K P-l, 3-^T\/— ;P-4--f M *^)V) \f.^V> 



Me 




15 



= 2.0, 8.8), 7.89-7. 97 (4H, m), 8.47 (1H, s). 
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mmmnw^^nr^^m (o.42 g >, n-((2z)-4-(^pp75p;w-3-75p;i/ 

-l,3-^Tl/-;W2(3H)-T V7"»-K-*^Jl7^>m.WtM(0. 19 g^ckrj^^j 
y^A(0.37g)£DMF(5mL)fctt^U 100t:T3P#M7^?i-t?;fe o M^£MI£ 

LTffifBfc^ (0. 14 g) ^itfi^i bT#fCo 

NMR (CDC1 3 ) 6: 1.35 (9H, m), 1.90-6.36 (20H, m), 7.59 (1H, dd, J = 9.0, 
2.0), 7.92-7.97 (4H, m), 8.47 (1H, s). 

43d) 1- (3- ( (6-^7 □ u-2-3-7 7,)V^-)V) 7°un J -f )V) -4- ( ( (2Z) -3-7 5 1 
;i/-2-(7^;H' $ 7) -2, 3->?t Fo-1, 3-^Tl/— JI-4--1M 7 5^) tf^>>> 
-2-7^;i/^-tf5 H 

^M43c)-r#e>n^t:-&%(o. 14 g) zmmmcz no fc»#u ^is-em^i^ 

#£nfc3SS%£DMF(10 nL)K:jgFfl?U H0Bt-NH 3 ^#:(53 mg) , WSC(66 mg)33 
«ktf h U X^;i/T$ >(0. 14 g) Sin*., ^T15^W^i^i?fc, M^SrMEE 

t 

~?mmvTmmk-&m (50 mg) ^*sem*t iTtfc. 

NMR (CDC 1 3 ) 6: 1.96-6.36 (22H, m), 7.61 (1H, dd, J = 8.9, 1.9), 7.88-7.98 
(4H, m), 8.47 (1H, s) . 



MM 4 4 

1 - (3- ( (6-^7 P n -2-± 7 ^)V) X 7° P AV -f ; W -4- 

^ % /C2, l-b] [1, 3]^T^/-;U-3— OV*^)V) tT^^>-2-#;i/^>M75^P 

COOMe 




s-V 



44a) 4-(3-((6-i'DO-2-^-79 1 ;WXJU*-^)7'D/-!y-fjWe'<9>'>-l,3- 
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P%)Vtf>Wt l-tert-^^ 

\£U5?>-l.3-*?%)Wt>Wl Z-^)V l-tert-^;K2.80 g)^£^JS#|43a) 

NMR (CDCI3) 6: 1.44-1.45 (9H, m) , 2.70-5.03 (14H, m) , 7.57-7.61 (1H, m), 
7.88-7.96 (4H,- m), 8.46 (1H, s). 

44b) l-(3-((6-^Dn-2-^-7^;i/)X;U*-;i/)^PAV-r;W-4-(5,6-^b Ha 
-i 5 5?V [2, 1-b] [1 , 3] »/— ;w3--r fc? ^ >> >-2-;2j;M? >Mp< 9 1 

JV " 

;WJ44a)T#e>nfcfb-&#j(0. 50 g) £*g^m(3mL) fc&SFflpU ^iftT?SP*|Hl3&i* 
#S*i;fc:3g®4&*DMF(5 mL) Hij^L, 3-(# p D^^;j/)-5, 6-^t F P-f 5 

[2, i-b] [1, 3i^-TV^)ummm.(o. 24$ u vm. (o. 32 g> £jn^ 100 
-tumult. mmm&ft&Xs. i«ithu^A«tfe. 

NMR (CDClj) 5: 2.63-5.13 (21H, m), 7.59 (1H, dd, J = 8. 8, 1.8), 7.91-7.96 
(4H, m), 8.47 (1H, s). 



'MM 4 5 

N- ( (2Z) -4- ( (4- (3- ((4-7^^7 x~;W 7> ^sfc ~ ;W :/P / W -f ; W -1 - If ^ b 5 

-3-^^1-1, s-^r 1 /— ;W2 (3hw 'Jt»-n-^^75 > 




iftli i a) -e# £ tiMk&W (1.5 g) £ 3- ( (4-7*n t7x tj]/* - ;w y 

P/1>H(WO09805635; 1. 0 g)^e>H»Jllb) t^febT, j@fE*b-£-#KO. 72 g) 
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NMR (CDC1 3 ) 6: 2.40-2.44 (4H, a), 2.82 (2H, t, J = 7.8), 3.00 (3H, s), 
3.26 (2H, s), 3.35 (3H, s), 3.42-3.49 (4H, m), 3.56 (2H, t, J = 5.1), 5.74 
(1H, s), .7.70-7.79 (4H, m). 



084 6 

N- ( (2Z) -5- (1- (3- ( (6-^ o n-2-j- y^ji) X)1*-JV) 7u n J < )V) -1- tf ^ u 
¥ - )V) -3-* 9-JV-l , 3-?7!/-)H (3H) — f >J ^» tP^T 5 > 

46a) 4-((2Z)-3-^^;i/-2-U^;Kay)-2, 3-5? fc KD-1, 3-^T \A-;P-5— T 
0059502: 21.0 g)<hN,N' -^^;i/^^*(6. 0 g) ©X^/-;i^$r(300 mL) 




am^^r^7jc«^- h U »«*«*bTIBBfb^»* (12. 2 g)i 

NMR (CDC 1 3 ) 6: 1.47 (9H, s), 1.46-1. 55 (2H, m), 1.83-1.87 (2H, m), 2.55 
(1H, m), 2.78 (2H, m), 2.98 (3H, s), 3.23 (3H, s). 4.14 (2H, br), 6.17 (1H, 
s). 

46b) n- ( (2Z) -5- (l- (3- ( (6-# a u-i-jr ^ x;i//fc-;i/) y □/ w -f ;w -1 - tf 

^ U ^x;0 -3-* 5P;i/-l , 3-^r V-;W2 (3H) U -N-* 5P;i/7 $ > 
«#i46a) T#fc*t<&«f (0. 55 g) (4 mL) £Jn*, fri*m&tt. fgf&^T 

X^y-j^tRLMUfc. MCh'JX?JV75>(0.49 mL) £ 
DBU(0. 54mL)^jDA, 7-fe h U;KlOmL) tC»«PLfc. £©Mt£3-((6-^ D 
□-2-t75 1 ;WXWx;WyDn>^(0.53 g), WSC(0.50 g)&£££HOBt(0.40 

g) ©Tir hxhU ;MtA,*§^(io mL) fcjn*, 12IS|8Jj&>#jg-tf& 0 
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NMR (CDC1 3 ) 6: 1.36-1.54 (2H, m), 1.86-1.94 (2H, m), 2.57-2.68 (2H, m), 
2.86-2.92 (2H, i), 2.98 (3H, s), 3.11 (1H, m), 3.25 (3H, s), 3.53-3.60 (2H, 
m), 3.88 (1H, d, J = 14.4), 4.53 (1H, d, J = 14.4), 6.18 (1H, s), 7.59 (1H, 
dd, J = 7.8, 8.7), 7.90-8.00 (4H, m), 8.48 (1H, s). 

mmm 4 7 

2-0- (3- ((6-^ □ n-2-j-7^Mx)l*-)U) ^o/W-r ;W-l-tf^U *J-)\> 
)-5, 6->> h HD<5 ¥V [2, 1-b] [1 , 3] ^TV-)V 

47a) 4-(5,6-^h F □ -f 5 [2, 1-b] [1, 3]f7y-;WJW tf^U *S>-\- 

4- (i -7 o ^e-2-^-^ y xrp; w tf ^ u V >- 1 >m t er t -y*^;u (2.0 g) £ X 

^l^>^«*(0. 79g)^^DMF§^lCfflV^»j46a) tRfiltbT, jBIEfb^ 
^1(1.46 g)£#£„ 

NMR (CDC 1 3 ) 6 : 1. 36-1. 56 (2H, m) , 1.46 (9H, s), 1.78-1.94 (2H, n), 2.47 
(1H, m), 2.71-2.85 (2H, m), 3.42-3.55 (2H, m), 3.62 (2H, m), 4.14 (2H, br), 
5.91 (1H, s). ' 

47b) 2- (1- (3- ( (6-^ D D-2-f - 7 ^)V> Xfrft—M 7 P/t J <i )V) -1- tf 1 U S 7 — 
;i/)-5,6-S?t Fd<5yV[2, 1-b] [l,3]^TV*-;i/ 
^SSF!l47a)T#^b-&#j(0. 50 g) i3-((6-^ d d-2-^-7^;1/)x;1/tJn-;p) 
A>m(0.53 g)^e>*«J46b)i:l^«^bT, jBBB^<»(0. 18 g)^S^@#:^ 

NMR (CDC1 3 ) (5: 1.40-1.46 (2H, m), 1.76-2.20 (2H, m), 2.60 (1H, m), 2.71 
(1H, m), 2.81-2.90 (2H, m), 3.11 (1H, m), 3.49-3.65 (2H, m), 3.89 (1H, br), 
4.10 (2H, t, J = 9.4), 4.29 (2H, t, J = 9.4), 4.59 (1H, br), 6.46 (1H, s), 
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7.59 (1H; dd, J = 2.0, 8.8), 7.87-7.99 (4H, m), 8.48 (1H, s). 
MMffl 4 8 

2- (l- (3-( (6-^7 o n-2-±y^-)V) 7,)V*-)V) y"uA J -f )V) -l- tf ^ U >^-;|/ 

)-6, 7-i^t FD-5H-C1, 3]?7ya [3, 2-a] tf U $ 




48a) 4- (6, 7-v>t Fn-5H-[1, 3]^X*/0 [3, 2-a] tf U 5 >>>-2-< ;V) fcf^U *J> 
-l-t>)^>m tert-y^;i/ 

4-(l-ya^E-2-^VX^;W tf^U^>-l-^j;i/#>mtert-^;K3.0 g) t.~f 
^(1.28 g)£#fc„ 

NMR (CDC1 3 ) <5 : 1.36-1.56 (2H, m), 1.46 (9H, s), 1.78-1.94 (4H, m), 2.47 
OH, m), 2.75 (2H, t, J = 12.0), 3.44 (2H, t, J = 5.4), 3.62 (2H, t, J = 
5.4), 4.14 <2H, br), 5.91 (1H, s). 

48b) 2- (l- (3- ((6-^7 n u-2-iry^-)V)7,)V-^-)V) -fun; -r ;W-i-tf^u -J- 

;i/)-6, 7-i?t ^U-SYL-ll^-l^T-JuiZ, 2-a] tf U5>?> 

^»J48a)T#fe^#j(0. 50 g) £3-((6-£7 DD-2-t75 1 JW7M-JW 7°D 

A°>mco. so g)^e>*»46b) tmmzisT, mmt&wio. is g^a^s^i 

NMR (CDC 1 3 ) <5: 1.25-1. 52 (2H, m), 1.82-1.98 (4H, m), 2. 52-2. 65 (2H, m), 
2.87 (2H, dd, J = 6.3, 9.7), 3.08 (1H, m), 3.42-3.50 (2H, m), 3.50-3.61 
(2H, m), 3.63-3.71 (2H, m), 3.84 (1H, d, J = 13.6), 4.52 (1H, d, J = 13.6), 
5.94 (1H, s), 7.59 (1H, dd, J = 1.9, 8.6), 7.88-7.98 (4H, m), 8.47 (1H, 
s). 



H»J 4 9 

N- ( (2Z) -5- ( (1- (3- ( (6-^ P U-2-J-7 f-JV) XJlft ~ )V) 7°un J -f )V) -1- tf ^ U 
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1>-)V) * 5=-; W -3-* V-\ , \ A- ;U-2 (3H) -- f 1 Jr»-N-^5 : >)|/7S> 



Me 
I 




49a) 4-(2-^D^&-3-^yyotf;i/)tf^U> ? >-l-^;^>M tert-^;P 
. 4-(3-:t^V:7°ntf;W t!^U^>-l-^;^>^ tert-:/9MKJ. Wityak£> J. 
5 Med. Chem., 40, 50 (1997): 27. 6 g) (D-J^)VJL— t^M^^I/d^&AVU t* 
y-;Pm(17.0 g)€r*P^.> 12B#K^#^iiYco ^^X^MI/X 

. tmVtc. «^§4LT, mmk&® (31. 8 g) £^t&¥frf4ft&^£ LT#fc. 
NMR (CDC1 3 ) 6: 1.07-1.27 (2H, m), 1.46 (9H, s), 1.64-1.94 (5H, m), 2.65-2.78 
10 (2H, m), 4.05 (2H, Ijr), 4.25 (1H, m), 9.45 (1H, s). 

49b) 4-(((2Z)-3-^^;i/-2-(^^;K^7)-2,3->?t Fn-1, 3-5 : 7V r -Jl/-5-'f 
Jk)^^Wt:^Uy>-l-*M>l tert-7*^;P 

H»!l49a)7r#fc^-&#!(2.0 g) tN,N' (0. 55 g) — 

immao mL) ^mmmvrco Kfomzm&mmis. m^m^nzm^, mm. 

7?atBUfe 0 ttm^S:^7K«itm^ h U I >AT^,MJEE«ilibT,®fB'ft:^(0. 56 

g) ^=f#feo 

NMR (CDC1 3 ) <5: 1.06-1.16 (2H, m), 1.45 (9H, s), 1.60 (1H, m), 1.68 (2H, 
d, J = 15.0), 2.36 (2H, d, J = 6.9), 2.68 (2H, t, J = 12.6), 2.98 (3H/ s), 
20 3.21 (3H, s), 4.10 (2H, br), 6.17 (1H, s). 

49c) N- ( (2Z) -5- ( (1- (3- ( (6-^ P U-l-iry J-)V) X;i/*X M ^O/Vf )V) -1- 
tf^U VZL)V>^J-)V)-Z-^)V-\ t Z-^-7V—)V-2 (310 — f U f»-^-^)VT 

»#iJ49b) -T?Wt.tt&m (0. 44 g) (4 mL) £ #11*. > ^«7^> y - 

25 W$Slfco JSS«fchUX^75>(0.37 mL), DBU(0.41 mL) 

%j}QX, T-t. hxhU;KlO nL)K:»jS|l,&. #^tlM^3-((6-^no-2-t 
75=-;W^;paf?x;WypA>|fc(0.40g), WSC(0.39g), HOBt(0.31 g)07tbz 
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NMR (CDC1 3 ) 6 : 0.95-1.10 (2H, m), 1. 62-1. 82 (3H, m), 2.35 (2H, d, J = 6.9), 

2.49 (1H, t, J = 10.5), 2.83-2.89 (2H, m), 2.98 (3H, s), 2.99 (1H, t, J 

= 10.5), 3.22 (3H, s), 3.50-3.61 (2H, m), 3.81 (1H, d, J = 13. 2), 4.48 (1H, 

d, J = 13.2), 6.17 (1H, s), 7.58 (1H, dd, J = 1.8, 8.7), 7.88-7.95 (4H, 
m), 8.47 (1H, s). 



Mffiffl 5 0 

2- ( (l- (3- ( (6-^ □ u-ri-^y^-M y n;\v )V)-\- tf^ U V~)V) 

*5F;i/)-6, 7->?b Fn-5H-[1, Zl^T^Ju [3, 2-a] fc: U $> J > 

6 b >— / s-^n^ 

50a) 4- (6, 7-^t Hp-5H-[1, 3]^TVD [3, 2-a] hf U $ >?>-2— T )V*J-)V) tf^ 

*»j49a)'T 3 #fe4-<2-yD^E-3-^vyn fc?;W tf^U >?>-l-# ;U#>|£ ' 
t er t-y^;U (2. Og)t^Dlfl/ >^^^ (0. 61 g) &DMF&»jaEfcffl V*TSUfc0! 
46a) t |§Jfi|fc LT, SSEflS'&fc (0. 46 g) 

NMR (CDC1 3 ) 6: 1.01-1.15 (2H, m), 1.45 (9H, s), 1.52 (1H, m), 1.66-1.87 
(4H,m), 2.31 (2H, d, J = 7.2), 2.67 (2H, m), 3.73 (2H, t, J = 9.3), 4.11 
(2H, m), 4.16 (2H, t, J =9.3), 6.17 (1H, s). 

50b) 2-((l-(3-((HDn 7 X )VtSs~)V) 7° U / W -f )V) -1 - tf ^ U 5> 

P<^;W-6, 7-^k Hn-5H-[1, 3]^T\/a [3, 2-a] tf U 5 V> 
^»!l50a)T i #^^(0.45 g) t3-((6-^7 □ D-2-^7?;WXM^l/) 
A°>g£(0.40 g)^£»^6b)£IMfcbT, mmitte® (0. 08 g) 
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NMR (CDC1 3 ) 6: 0.89-1.15 (2H, m), 1.66-1.87 (5H,m), 2.34 (2H, d, J = 6.8), 

2.47 (1H, m), 2.98 (1H, s), 3.47-3.67 (4H, m), 3.71-3.87 (3H, m), 4.47 (1H, 
d, J = 13.5), 6.09 (1H, s), 7.60 (1H, dd, J = 1.9, 8. 6) , - 7. 88-7. 98 (4H, 
m), 8.47 (1H, s). 

mmm 5 1 

■ 

2- ( (1 - (3- ( (6-7 p P -2-i- 7 =?)V) 7J1/*— )V) 7° p / W )V) -1- U ~J-)V) 
^f;W-B, 6-y t HD'f$^/[2, 1-b] [1,3]^TV— ;P 

51a) 4- (5, 6->*t FP-r 5 TV [2, 1-b] [1, 3]^7V— ;i^2— (JV^)V) tf^U 

H»!j49a)T#^4-(2-7n^E-3-^y 7p tf;W tf^u i?>-i-#;M^>^ 
tert-7*5 L ;K2.0 g) <hx^lx>^^(0. 54 g)^6>DMF£jMt;:^T^»J 
46a)<h|Wl1i{3bX, MfBfl^J (0. 41 g) 

NMR (CDC 1 3 ) 6: 1.01-1.15 (2H, m), 1.45 (9H, s), 1.52 (1H, m), 1.69 (2H, 
d, J = 12.6), 2.31 (2H, d, J = 7.2), 2.67 (2H, m), 3.73 (2H, t, J = 9.3), 
4.11 (2H, m), 4. 16<(2H, t, J =9.3), 6.17 (1H, s). 

51b) 2- ((1- (3- ((6-7 p U-2-^y^)V) TJI/Jfc— >V) 7P/W -f ;W-l-fcWJ V 
-;i/)^^W-5,6-yt Fn<5^/[2,H] [1, 3]^7V/— ;p 
3*BWft|51a)T?»fc'fb^*(0. 43 g) £3-((6-7 P 0-2-^7^)^^) 7°P 
/\°>^(0.40 g)^e»H»J46b)a:|^«|{CbT, jBIBfli^Sr (0. 09 g)«St60# 

NMR (CDC1 3 ) 6 : 0.93-1.17 (2H, m), 1.57-1.83 (3H, m), 3.30 (2H, d, J = 6. 6), 

2.48 (1H, t, J = 12.8), 2.81-2.89 (2H, m), 2.99 (1H, t, J = 12.8), 3.51-3.60 
(2H, m), 3.69-3.86 (3H, m), 4.10-4.20 (2H, m), 4.49 (1H, d, J = 12.8), 6.19 
(1H, s), 7.59 (1H, dd, J = 1.8, 10.8), 7.88-7.97 (4H, s), 8.47 (1H, s). 
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^MM 5 2 

N-((2Z)-5-(l-(3-((5-^ D D-1H-- T > H )V) XJVft- )V) -fun;^ )V 

) -1- tf^ )J -J~)V) -3-;* 5P;i/-l, y-;W2 (3H) ~f U 5* ».-N-* ^-)VT $ > 




52a) 5-£ D P-2- ( (3- (4- ( (2Z) -3- 3^-2- 5 / ) -2, 3-5? t H D-l , 3- 

«#)46a) T~ntci- ( (2Z) -3-;* 5V1/-2- 3^;W 5 /) -2, k H D-l, l-J-y 
\7-;V-5-^;Wk^U.v>-l-#;i/^>^ tert-^;K0.86 g) £3-((l-tert-:/ 

b4^#;Pfc;w-5-^ nn-iH—f > H — )V-2-^ )V)X)V^^.)V7°u/\y^ 

(1.07 g)^e»^»j46b) i|WHt(CLT, HfB-ffc-^ (0. 72 g) LT# 

NMR (DMS0-d 6 ) (5: 1.12-1.34 (2H, m), 1.64 (9H, s), 1.75-1.92 (2H, m), 2.61 
(1H, m), 2.69-2.82 (2H, m), 2.90-3.02 (5H, m), 3.58 (1H, s), 3.62-3.81 (2H, 
m), 3.84 (1H, br), 4.23 (1H, br), 7.15 (1H, d, J = 1.3), 7.33 (1H, dd, J 
= 2.1, 8.9), 7.52 (4H, d, J = 8.9), 7.77 (1H, d, J = 2.1). 
52b) N-((2Z)-5-(l~(3-((5-^ n D-1H—T > H— f )l>) 7,)V*—)V) 7°D/W 

-r;w-i-tf^u^;i/)-3-^^;i/-i, 3-5Pxy-;i-2(3HW u^»-n-^^';pt 

^»!l52a)Tf#fe>fb^r#/(0.72 g)M*^(5 mL) , ^#*g-tffc„ fg?&S&T 

mmt^m (o. 68 g)&&&mfctvmrzo 

NMR (DMS0-d 6 ) 6: 1,09 (1H, m), 1.43 (1H, m), 1.77-1.93 (2H, m), 2.59 (1H, 
m), 2.69-2.82 (2H, m), 2.90-3.02 (5H, m), 3.60 (3H, s), 3.62-3.74 (2H, m), 
3.84 (1H, br), 4.23 (1H, br), 7.15 (1H, d, J = 1.3), 7.33 (1H, dd, J = 2. 1, 
8.9), 7.52 (1H, d, J = 8.9), 7.77 (1H, d, J = 2.1), 10.10 (1H, d, J = 4.3), 
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;«j 5 3 

6-^7 u □-N-(2-(4-((2Z)-3-^^;i/-2-(^5 : -;K 5 y)-2, 3-:/t Hn-1, 3-?77 

-;W5--f ;w -l- tf ^ y >>— ;W -2-^ v x^;w -2-± 7^1/ >x;M% >7=F 




Me 

I 



Me 

N-((6-^7 n U-2-i-y^Jl) y>(0. 30 g) t^»!l46a) Tr#7c 

4-((2Z)-3-;*^;P-2-(^;Wf 5 7)-2, 3-5; k Hn-1, 3-^XV*— ;i/-5— f ;W h° 
^U^>-l-^j;i/^>^ tert-^;K0.30g)^e>H»!l46b)<t^^LT, SIB 
^^(0. 17 g) UTffc. 

NMR (DMSO-d 6 ) 6: 1.04(1H, m), 1.31 (1H, m), 1.64-1.80 (2H, m), 2.52-2.67 
(2H, m), 2.82 (3H, s), 2.97 (1H, m), 3.12 (3H, s), 3.69-3. 84 (3H, m), 4.13 
(1H, d), 6.58 (1H, s), 7.64 (1H, dd, J = 2. 1, 8.6), 7.89 (1H, s), 8.09 (1H, 
d, J = 8.6), 8.13-8.23 (2H, m), 8.48 (1H, s). 



MM 5 4 

2- ( ( (6-^ D D-2-^ 7^)1) 7,)Vfo—)V) (2- (4- ( (2Z) -3-* ^)V-2- 5 J 

)-2,3-2^t fd-i,3-?77- ;p-5-r;0-i-tf^u^-;w-2-^vx^;WT 

5y)7th75F 

.CONH, Me 

r ° 




Me 

n- (2-t s y -2-^-^y x?;W -n- ( (6-^ p u-i-±y^)V) x;i^x;w # y > 

(0.34 g)<t^M46a)-ef#7t4-((2Z)-3-^^;i/-2-(^^;U-1'$y)-2,3-^t: Fa 
-1, 3-?77-;H-<;0 hX'J y>-l-^;|/^>f tert-^;K0.30 g)^e* 
«J46b) i^ltfl bT, ®IB^-&^(0. 30 g) &m&mfo£ LTffc. 
NMR (DMS0-d 6 ) (5: 1.18 (1H, m), 1.47 (1H, m), 1.72-1.86 (2H, m), 2.59-2.74 
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(2H, m), 2.82 (3H, s), 3.08 (1H, m), 3.13 (3H, s), 3.77-3.91 (3H, m), 4.24-4.37 
(3H, m), 6.65 (1H, s), 7.14 (1H, s), 7.68 (1H, dd, J = 1.8, 8.8), 7.88-8.01 
(2H, m), 8.11 (1H, m), 8.17-8.25 (2H, m), 8.56 (1H, d, J.= 1.3). 



M5 5 

N- ( (2Z) -5- (1 - (3- ( ( (E) -2- (4-^ n P 7 ^~)V) tf~;W XJU* ~)V) y°un;^)V 
)-l-fcWJ ^-;W-3-^^;i,-l,3-^Ty-;P-2(3H)-r Urr»-N-*5P;PT$ > 




3-(((E)-2-(4-^DD7oi-;W 7,)V*~)V) 7°U A">^(0. 27 g) £ 

46a) 1Wc4- ( (2Z) -3-.^ ^)V-2- 5P;K S J ) -2, 3->> h Hn-1, 3-5PT \ f-)V 

-5-rjwtf-su^>-i-*;^>m tert-y^Ko.s g)^e»^»46b) tmmz 

LT, SIBYb^(0.33 g)£»l£@#:£LT#£:„ 

NMR (CDC1 3 ) 5: 1.30-1.57 (2H, m), 1.83-1.99 (2H, m) , 2. 57-2. 70 (2H, m), 
2.81-2.94 (2H, m), 2.98 (3H, s), 3.11 (1H, m), 3.24 (3H, s), 3.41-3.56 (2H, 
m), 3.88 (1H, d, J = 13.0), 4.58 (1H, d, J = 13.0), 6.14 (1H, s), 6.85 (1H, 
d, J = 15.5), 7.38-7.48 (4H, m), 7.53 (1H, d). 

< 

%mm 5 6 

N- ( (2Z) -5- (l-(3- ( (7-^ P D-2H-^ P ^ >-3— f )V) Xfrft 7°PAV -f )1 

) -l - \± ^ u >?-;i/) -3-* 5p;p-i , 3-^t y -;p-2 (3H) -- r u -n-* $ > 

Me 

I 




Me 

3- ((7-^ pp-2H-^ ppO-3-r;i/)x;^-;wyp/t>^(o. 30 g) <h 

46a) -tr#7c4- ( (2Z) -3-^ 9^-2- 5P;K 5 7 ) -2, 3-S> h K P -1 , 3-5PT V*-;P 

-5-r;i/)tr^u^>-i-*;p#>K tert-:^;Ko. so g)^e»^jfi«46b) tra 

t UT, ®fE<ffc-&t/ (0. 30 g) £&r&0#:£ bT#fc 0 
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NMR (CDC 1 3 ) 6 : 1.41-1.50 (2H, m), 1.84-1.99 (2H, m), 2.58-2.70 (2H, m), 

2.80-2.91 (2H, m), 2.98 (3H, s), 3.12 (1H, m), 3.25 (3H, s), 3.41-3.55 (2H, 

m), 3.87 (1H, d, J = 13.6), 4.58 (1H, d, J = 13.6), 5.03 (2H, s), 6.16 (1H, 
s), 6.90-6.98 (2H, m), 7.10 (1H, d, J = 8.1), 7.32 (1H, s). 



10 



15 



20 



25 



■mm 5 7 

(2z)-5-(i-(3-((6-^oa-2-^^9 1 ;u)x;i/^^;i/)^D/\v-r;w-i-hr^u> ? — 
;i/)-3-*^;p-i, i-j-T^j— ;i/-2(3HW u ^>#;w\*= >^ru;i/ 




57a) 4-(2-T5y-l,3-^TV— ;i/-5--f;i/) tf^U v>-l-^j;i/#>m tert-^ 
)V 

4-(i-ya ; E-2-^yx^;u) tf^U^>-i-^;^>^tert-^;K8. 0 g) 

^^(2.4 g)^e»H»!|46a)i|Wlil(CbT, SIB-fb^ (3. 9 g)&®M&mfc£ 

NMR (CDC 1 3 ) 6: 1.45 (9H, s), 1.46-1.66 (2H, m), 1.91 (2H, d, J = 11.8), 
2.80 (3H, m), 4.15 (2H, d, J = 14.2), 4.81 (2H, s), 6.76 (IH, s). 
57b) 4- (2— T 5 / -3-^3^-2, 3-i^h Fd-1, 3-^71/— )V-5-^)V) fcWJ V>> 
-l-Zl)V-tf>m tert-y^ 

nmmsw-enfcik&mtt. o g) ovmrnm^. o mD \zm t>vc* ^;ko. 44 mD'^an 

yMzmmz^ i5^#jgif^. mmm&ftmv, Mithu^ATgit 

feo iM£^ScU ^M^U^Vkfr^ATffiSgbT, SfB^#/(0.52 g) 

NMR (CDC 1 3 ) 6: 1.33-1.53 (2H, m), 1.46 (9H, s), 1.80 (2H, d, J = 12.0), 
2.49 (1H, m), 2.75 (2H, t, J = 11.4), 3.23 (3H, s), 4.14 (2H, d, J = 12.8), 
6.05 (1H, s). 

57c) 4- ( (2Z) -2- ( «7 U frttzs) t>)\,#~)V) -3-^^)1-2, Z-z? t K D 
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-1, 3-^T*/-;i/-5-- ()V) tr^U^>-l-*;paP>B8 tert-^;P 

*»J57b) 6 ntc^m (0. 47 g) <E>>^ O □ ;* ^ (l 0 mL) KfctfT, h 

U X3MI/7 5 > (0. 23 mL) t^DD«7 U ;K0. 18 mL) %jjQ?L, . mfflfrgmUfc 

mt&m (0. 60 g) LT#fc. 

NMR (CDC 1 3 ) (5: 1.46 (9H, s), 1.48-1.89 (2H, m), 1.91 (2H, bd, J = 9.0), 
2.67-2.88 (3H, m), 3.60 (3H, s), 4.15 (2H, br), 4.69 (2h, m), 5.21 (1H, 
m), 5.35 (1H, m), 6.03 (1H, m), 6.52 (1H, s). 

57d) (2Z)-5-(i-(3-((6-^Dn-2-^-7^;W7v;^-;wyD/iy<;i/)-i-tr^ 

u ^n;w-3-^5=-;i/-i, 3-^r i/-;v-2 (3m— f u r>*;wt5 >i7U )v 

^»J57c) ~VWttt&® (0. 68 g) £ 4 Nig-fb**^^-^ (1 0 mL) U 

mL) b fco £ CD}g^£3- ( (6-2? D P-2-^-7^;i/) 7J]/3}nX;W >^ 

(0.53 g), WSC (0. 51 g)&£U H0BK0.41 g) 07t b U;M*A4»Jfc(10 mL) 

««**^U*y;^ D7 HCJ; DMi?LTJgSEfb^(0. 88 g) £#Prfi@#:£: L 

NMR (CDC1 3 ) 5: 1.41-1.53 (2H, m), 1.91-2.06 (2H, m), 2.64 (1H, m), 2.75 
(1H, m), 2.88 (2H, t, J = 8.6), 3.14 (1H, m), 3.56 (2H, t, J = 8.6), 3.61 
(3H, s), 3.92 (1H, d, J = 13. 4), 4.56 (1H, d, J = 13.4), 4.70 (2H, m), 5.23 
(1H, m), 5.36 (1H, m), 6.02 (1H, m), 6.52 (1H, s). 



W5 8 

5- (1 - (3- ( (6-^ P u-2-j- y =5-)V) XJlft zfuA / -f )V) -1- tf^ U 
) -3-^^;i/-l, 3-5^TV-;i/-2 (3H) 5 > 
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HJS0957d) (2Z)-5-(l-(3-((6-^ n P-2-t7f;W7J^^W -funf^ 

;i/)-i-tf^u *j-)V) -z-f7)V-\, 1-7-7 V— ;i/-2(3ffi— r u^>#;wt$ >^7 

U;K0.60 g)©THF^tl,3-^^^;WN*;Hf^— ;Hfc(0.25 g) <h^h5=^Uh 

^fB>fb^% (o. 32 g) &®M&mw t vxmco 

NMR (CDC 1 3 ) 6: 1.28-1.50 (2H, m), 1.82-1.94 (2H, m), 2.55-2.64 (2H, m), 
2.85-2.90 (2H, m), 3.08 (1H, t, J = 12.6), 3.23 (3H, s), 3. 52-3. 58 (2H, • 
m), 3.87 (1H, d, J = ,13.5), 4.51 (1H, d, J = 13.5), 6.03 (1H, s), 7.58 (1H, 
dd, J = 1.8, 8.8), 7.88-7.95 (4H, m), 8.47 (1H, s). 

mmm 5 9 

(2z) -5- (1- (3- ( (6-^ □ U -i-j-77)V) x;i/3fc— )V) -fun j 4 ;w -1 - tf^ y v>— 

t 

;i/)-3-x^;i/-i, Z-77V— ;i/-2 0©— r u •r ? >*;wx5. >ir u ;w 




59a) 4-(3-X^;k2-f5/-2,3-yk h*D-l,3-?77-;H-f;W fc?^U^> 

HMf!j57a)"r#}fe4-(2-T$ 7-1, 3-^T s /— ;P-5— f )V) fcWJ ^>-i-^;w^> 
& tert-^^Kl.O g) 1 3^X^(0.73 mL)^S>H;&gM57b) tlfl«ICl/T, 
SfEft^ (0. 48 g)^#fco 

NMR (CDCI3) 6: 1.24 (3H, t, J = 7.4), 1.33-1.54 (2H, m), 1.46 (9H, s), 
1.80 (2H, d, J = 12.0), 2.49 (1H, m), 2.75 (2H, t, J = 11.4), 4.14 (2H, 
d, J = 12.8), 4.11 (2H, q, J = 7.4), 6.05 (1H, s). 

59b) 4- ( (2Z) -2- ( ( (7 U )V**ris) *)\,tf~)V) ^5. J) -3-X5 L ;W2, 3->? t H D 
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*»J59a)Tt#fe{t;-g-^l(0.48g)^e>*»J57c) ^RlfiSteLT, JHISf (0. 60 

g) 

NMR (CDClj) 6: 1.26 (3H,'t, J = 7.4), 1.47 (9H, s), 1.47-1.63 (2H, m), 
1.92 (2H, d, J = 11.2), 2.67-2.87 (3H, m), 4.11 (2H, q, J = 7.4), 4.17 (2H, 
br), 4.69 (2H, m), 5.21 (1H, d, J = 12.0), 5.35 (1H, d, J = 17.2), 6.03 
(1H, m), 6.56 (1H, s). 

59c) (2Z)-5-(l-(3-((6-^ P P-2-t7f;WX;^- )V) 7unS4 )V)-\-\Z1 

u ^-;w-3-x^;v-i, 3-^t^-;p-2(3H)— r u 5r>#;wts >mr y )v 

^J£0!l59b) •Vmtclk'&m (0. 54 mg) t3-((6-^ P U-l-j-7^)V) >UM%-;W 7°U 

NMR (CDC1 3 ) 6: 1.36, (3H, s, J = 7.2), 1.39-1.55 (2H, m), 1.92-2.05 (2H, 
m), 2.64 (1H, m), 2.76 (1H, m), 2.89 (2H, t, J = 8.0), 3.14 (1H, t, J = 
12.8), 3.57 (2H, t, J = 8.0), 3.82 (1H, d, J = 13.2), 4.10 (2H, q, J = 7.2), 
4.70 (2H, m), 5.22 (1H, m), 5.35 (1H, m), 6.03 (1H, m), 6.55 (1H, s), 7.60 
(2H, dd, J = 2.2, 8.8), 7.89-7.94 (4H, m), 8.49 (1H, s) 

MMm 6 o 

5- (i-(3- ( (6-^7 p u-Q.-^-y^)V) 7,)V*—)l) -fany^ ;0-i-tf^ u i/n;i/ 
)-3-x^;wi, V— ;i/-2 (3H)— f s > 




^S£0i|59c) T#7c:(2Z)-5-(l-(3-((6-^PP-2-^-7^;i/)^;i/*:-;P)yp/\V-r 
U;K0.50 g)^e>^»!l58)i|wl^{cL.T, ^IB^tl(0.33 g) &%Tc 0 

c 

NMR (CDC 1 3 ) 6: 1.29 (3H, t, J = 7.2), 1.24-1.44 (2H, m), 1.80-1.96 (4H, 
m), 2. 50-2.65 (2H, m), 2. 78-2.93 (2H, m), 3.08 (1H, m), 3.48-3.62 (2H, m), 
3.71 (2H, q, J = 7.2), 3.85 (1H, d, J = 13.6), 4.53 (1H, d, J = 13.6), 6.10 
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(1H, s), 7.59 (1H,. dd, J = 1.9, 8.6), 7.88-7.97 (4H, m), 8.47 (1H, s). 



mm 6 1 

N- ( (2Z) -5- (1- (3- ( (6-2? D U-l-1-7^)V) XJV^^M ^D/V-f )V) -1- fc^ • J 




E»j58)T#^:5-(l-(3-((6-^ □ U-Z-±y^)V)X)^^-)V) 7unj^)V)-\- 

tf^^ v=-;i/)-3-^^;i/-i, 3-^t % /-;p-2 (3H)— r s xo. 20 g) ©5?^ po^ 

>^(5 bL) h U XO. 5 mL) i&tzKKlKO. 5 mL) SriPiL, 2B#|BJj&># 

u ^®**->u*y;i/*7iN ; e«f«bTeea'fb;'&«j(o.22 g)^afe@#itx 

NMR (CDC1 3 ) 6: 1.40-1.59 (2H, m), 1.93-2.06 (2H, m), 2.29 (3H, s), 2.64 
(1H, t, J= 12.9), 2.81 (1H, m), 2.89 (2H, m), 3.13 (1H, t, J = 12.9), 3.56 
(2H, m), 3.67 (3H, s), 3.90 (1H, d, J = 12. 3), 4.56 (1H, d, J = 12.3), 6.55 
(1H, s), 7.58 (1H, dd, J = 1.8, 8.7), 7.88-7.95 (4H, m), 8.47 (1H, s). 



i| 6 2 

N- ( (2Z) -5- (1- (3- ( (6-^7 d U-l-~ry=F)V) TJl/Tfr — )V) 7 un / -f M -1 - fc? ^ U 
)V)-Z-^)V-\, Z-^TV— ;i/-2(3©--f U5^»-N-yp fcf;UT5 > 




62a) 4-(2-C7°n tr;PT$ /)-i, 3-^7 1/— ;p-5-f ;w twj ^>-i-#;v2i^ 



tert-^jU 

4-(l-yDt-2-t^VX?;i/) tf^U5?>-l-*;pap>||tert-^;K6.45 g) £ 
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N-yn tz)],?-a-m.m (2. o g) & enwj46a) t mmz i/T, mmt^m a . 24 g ) 

NMR (CDCl 3 ) <5: 0.98 (3H, t, J = 7.2), 1.47 (9H, s), 1.50-1.72 (4H, m), 
1.92 (2H, m), 2.80 (3H, m), 3.20 (2H, t, J = 7.2), 4.15 (2H, d, J = 14.2), 
5.23 OH, s), 6.78 (1H, s). 

62b) 5-(l-(3-((6-^DD-2-t75 : JWXJl/*Z)V)yD/t;^;W-1-k:X'J^ 
^»J62a)T#^b-&#l(1.27 g) t3-((6-^DD-2-t7?;WX;^W^D 

A°>^a.i2 g)frt>mMM4mtmmzVT, mm^ma.u g)^r^ a 

NMR (CDC1 3 ) <5: 1.37-1. 60 (2H, m), 1.91-2.04 (2H, m), 2.63 (1H, t, J = 12.9), 
2.83-2.91 (3H, m), 3.11 (1H, t, J = 12.9), 3.53-3.60 (2H, m), 3.87 (1H, 
d, J = 14.1), 4.51 OH, d, J = 14.1), 4.80 (2H, s), 6.74 (1H, s), 7.57 (1H, 
dd, J = 1.8, 8.2), 7.88-7.95 (4H, m), 8.47 (1H, s). 

62c) N-((2Z) -5- (1- (3- ( (6-^ D U-2-±7^)V) X)l*~)V) 7*D/W -f )V) -1- tf 
-J~)V)-Z-^)V-\, 3-^T^/-;U-2(3H)--Y U ^»-N-7°D tf;i/T5 > 

mm$m\>) -vntcit^m (o. 50 g) 1 3 -xb^wno. 6i mD ^ zmMMHb) ^mu 
\z lt, mmt^m (0. 28 g ) £#7^ 

NMR (CDC 1 3 ) <5: 0.97 (3H, t, J = 7..2), 1.35-1.50 (2H, m), 1.63-1.73 (2H, 
m), 1.84-1.96 (2H, m), 2.57-2. 65 (2H, m) , 2.88 (2H, dd, J = 6.6, 9.9), 3.01 
(2H, t, J = 7. 2), 3.09 (1H, t, J = 12.3), 3.22 (3H, s), 3.53-3.59 (1H, m), 
3.86 (1H, d, J = 12.9), 4.51 (1H, d, J = 12.9), 6.11 (1H, s), 7.58 (1H, 
dd, J = 1. 8, 8.1), 7.88-7.95 (4H, m), 8.46 (1H, s). 



N- ( (2Z) -5- (1 - (3- ( (6-^ o P-2-± 7 ^)V) X )V^)V) ~Ju; W -f )V) -1- tf ^ U 
i?-)V)-Z-X.^)l>-\ , Z-^TV-)V-2 (3H)— T U ^»-N-^^;PT5 > 
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63a) . 4- (2- 5 J ) -1 , 3-^7^-^-5-^ ;W tf ^ ij 3? >-i-# >g| 
tert-y^P 

4-(l-yn^-2-t+yi^W tf^U^>-l-^;^>Mtert-^^;K6.45 g) £ 
N-^^;i/^^(1.53 ^3^6HJS«46a)fcra«ltebT, »|Bf b-&«Kl . 74 &> * 

NMR (CDC 1 3 ) 6: 1.47 (9H, s), 1.57 (2H, m), 1.92 (2H, dd, J = 14.9), 2.80 
(3H, m), 2.95 (3H, s), 4.15 (2H, d, J = 13.6), 5.23 (Iff, s) , 6.80 (1H, s). 
63b) 5- (1- (3- ( (6-# D U-l-±y^)V) 7,)Vt£~)V) ^n/V<;W U 

3teS6«63a)T»fc'fk;^*(i. 74 g) t3-((6-^ pd-2-±^^;W x;i^-;v) y D 

/t>m(1.66 g)/&>e»*ifi^J46b)i:|pI^bT, 1818^^(2.36 g)£$dt-&@#: 

NMR (CDC 1 3) 5: 1.37-1.61 (2H, m), 1.91-2.04 (2H, m), 2.63 (1H, t, J = 13.2), 
2.83-2. 92 (3H, m), 2.95 (3H, s), 3.12 (IH, t, J = 13.2), 3. 52-3.60 (2H, 

* 

m), 3.85 (1H, d, J = 13.5), 4.53 (1H, d, J = 13.5), 4.94 (1H, s), 6:78 (1H, 

s), 7.58 (1H, dd, J = 1.8, 7.8), 7. 88-7.95 (4H, m), 8.47 OH, s). 

63c) N-((2Z)-5-(l-(3-((6-^PO-2-^-^^;W7,;P^;W7°ni/\V-i';W-l-tf 

^#)63b) -vmti\&m (0. 50 g) £ 3 ^fbX^KO. 21 nL)jft£|£Jfi0!l57b) £|WJ*£ 

iclt, mm&m (o. 29 g ) eaasteaftt it#&. 

NMR (CDClj) 6: 1.25 (3H, t, J = 7.2), 1.35-1.53 (2H, m) , 1.84-1.99 '(2H, 
m), 2.56-2.67 (2H, m), 2.88 (2H, t, J = 7.0), 2.97 (3H, s), 3.10 (1H, m), 
3.48 (2H, t, J = 7.0), 3.68 (2H, q, J = 7.2), 3.88 (1H, d, J = 13.2), 4.52 

(1H, d, J = 13.2), 6.20 (1H, s), 7.59 (1H, dd, J = 2.2, 9. 2), 7.88-7.97 

(4H, m), 8.48 (1H, s). 

6 4 

2- ( (2Z) -5- (1 - (3- ( (6-^7 □ a -l-ir ~7 ^)V) yUl,* - ;W ~?U n / < tf ^ U 

v - )V> -2- (^ ^; w 3-^t y— ;i/-3 (2H) — r ;w / — ;i/ 
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Me 
I 



OH 

;ig^il63b) -r#fc5-(i-(3-((6-^7 n u -2-±7^)V) p\)^~)V) ya/ty-r;i/ 

)-l-fcWJ Z-^7V-)l-2-7 S. >(0. 60 g) £2-3- Fx^ 

7— ;K0. 20mL)^£>l«i»J57b) tHItCUT, Mf2-fb£-#/ (0. 36 g)£$tit£®#: 

NMR (CDC1 3 ) 6: 1.36-1.51 (2H, m), 1.85-1.98 (2H, m), 2.56-2.68 (2H, m), 

2.86-2.89 (2H, m), 2.92 (3H, s), 3.10 (1H, m), 3. 53-3.59 (2H, m), 3.81-3.91 

(5H, m), 4.54 (1H, d, J= 14.8), 6.16 (1H, s), 7. 58 (1H, dd, J = 1.8, 7.8), 
7.88-7.95 (4H, m), 8.47 (1H, s). 




IM6 5 

2- (5- (1 - (3- ( (6-^7 d n-2-j- 7 J-)V> XJI* - ) V) 7° a/i 7 -r )V) -1 - tf ^ u >? - ;p 

)-2 — f ^ 7-1, 3-^7'/— Ji/-3(2H)~-f Jl/)7t h7$ F 



N -CH 2 CONH 2 



65a) 5-(l-(3-((6-^DD-2-t75 1 ;i/)X;i/*-Jl/)^D;V'f)0-l-t:XUy- 
;W-1, 3-^7^-^-2-75 > 

Sfe&S#J57a) Wc4-(2-75/-l, 3-^7 l/-;i/-5— f fcf^ U ¥>-l-% Jim> 
M tert-7^;Kl.83 g) «h3-((6-£? O U-2-±7^)V> 7)V^~)V) 7°Urt>\ 

(1. 93 g)& zmmmm) tmwz lt> mss^^co. 86 g) ^mn^mw-t it 

NMR (CDClg) <5: 1.37-1.60 (2H, m), 1.91-2.04 (2H, m), 2.63 (1H, t, J = 12.9), 
2.83-2.91 (3H, m), 3.11 (1H, t, J = 12.9), 3.53-3.60 (2H, m), 3.87 (1H, 
d, J = 14.1), 4.51 (1H, d, J = 14.1), 4.80 (2H, s) , 6.74 (1H, s), 7.57 (1H, 
dd, J = 1.8, 8.2), 7.88-7.95 (4H, m), 8.47 (1H, s). 

65b) 2- (5- ( 1 - (3- ((6-^7DD-2-t7 J-) V) 7, )Vtis — )V) 7? U / W -f ; V) -1 - tf ^ V 
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-J-)V) -2— f $ J -1 , 3-f7V-;H (2H) — f J I/) Tir h 7 5 H 
*»J65a)T#fcfb^(0.50 g) t3- F7-fe hT5 H (0. 24 g)#>£iy6fl|57b) 

IT, jgSB^*» (0. 24 g) &m$&m\fa£ LTf#fco . 
NMR (CDClj) 6: 1.32-1.51 (2H, m), 1.82-1. 95 (2H, m), 2. 54-2. 63 (2H, m), 
2.85-2.90 (2H, m), 3.08 (1H, t, J = 11.7), 3.52-3.58 (2H, m), 3.87 (1H, 
d, J = 13.8), 4.27 (2H, s), 4.53 (1H, d, J = 13.8), 5.35 (1H, s), 6.18 (1H, 
s), 7.25 (1H, s), 7.58 (1H, dd, J = 1.8, 8.8), 7.88-7.95 (4H, m), 8.47 (1H, 
s). 




!)6 6 

2-(((2Z)-5-(i-(3-((6-^an-2-^^^;v)x^^— )V)-?unj^)V)-\-id^) 

i>-;w-3-^3^UM,a-^yy-;w2(3HW y f»75/)x^;-ji/ 

N 

HOH 2 CH 2 C 

66a) N- (2-( (ter l-*7?-)V5?*7)V 9 s U Jl) is) X^JW ^tlS 
2-((teri-7*^;i'^^^;i->'J;l/)^~»X^>'T5>'(W0 0007985: 24.4 g)<D 
THF^(300 mL)(C-f V^->T>m^>y-Y;K22.7 g) £2jnA> 2I^P^^if 
fee 3M^£*^/-;H150 mD^^bfCo ^(DiM'N^ 

^7U^A(5.0g)i7jc(50mL)^JP^, 2^»#^if^= TO^J^^b, 

g) ^IfeWllilTffc. 

NMR (CDC 1 3 ) <5: 0.02 (6H, s), 0.83 (9H, s), 1.74 (1H, s) , 3.28 (2H, or), 
3.68-3.73 (2H, m), 6.05 (1H, br), 6.56 (1H, br), 6.98 (1H, br) . 
66b) 4-(2-((2-fc K D*yX?Jl/)75/)-l,3-f7 x /- ;W5--f ;W tf^U 

mMwma)-?nzrLt£4k&%(2. 34 g) a-d-y'ot-z-t^yx^w tr^u ^ 

>-l-^j;i/#>mtert-7*^;K4.6 g)^5>«M47a) tmUlzVX. SIE-fb^ 
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(1.52 g)£»fc. 

NMR (CDC 1 3 ) 6: 1.46 (9H, s), 1.46-1.60 (2H, m), 1.90 (2H, d, J = 11.4), 
2.74-2.83 (3H, m), 3.46 (2H, t, J = 5.4), 3.81 (2H, t, J =. 5.4), 4.43 (1H, 
m), 6.75 (1H, s). 

66c) 2- ( (5- (1- (3- ( (6-^ D P - 2-t 7?JW X Jl/^-JW / V Jl/) -1 - <J 

^»J66b)T#fc^^(l. 26 g) £3- ((6-^7 P U-l-j-y?-)V) 7,)V*—)V) y'u 
/t>Hfc<1.15 g)^5>«W6b) i:«LT, ©15^^1(1.37 g) £#fc„ 
NMR (CDClj) (5: 1.31-1.62 (2H, m) , 1.88-2.03 (2H, m), 2.62 (1H, t, J = 12.6), 
2.80-2.93 (3H, m), 3.11 (1H, t, J = 12. 6), 3.45 (2H, t, J = 5.4), 3.53-3.61 
(2H, m), 3.81 (2H, t, J = 5.4), 3.84 (1H, d, J = 13.4), 4.51 (1H, d, J = 
13.4), 5.55 (1H, br)., 6.74 (1H, s), 7.58 (1H, dd, J = 2.0, 7.8), 7.88-7.96 
(4H, m), 8.47 (1H, s). 

66d) 2- ( ( (2Z) -5- (1- (3- ( (6-^ a U-2-j- y 5MW 7,)l* - )V) 7°un J -f )V) -1- 
fcf^s U i? - )V) -l-*?-)V-\ , 3-fPT V-JV-2 (3H) --f Ut»75 7)I^7-^ 
*»j66c)T#fc<l^#Kl.0 g)<h3«Xfc*^;K0.25 BL)^6SfeJfi«|57b)a:ra« 



tCLT> H3BYb^(0.75 g)£r?#£: 0 

NMR (CDClj) <5: 1.35-1.51 (2H, m), 1.82-1. 98 (2H, m), 2.55-2.69 (2H, m), 
2.88 (2H, dd, J = 6*3, 9.7), 3.09 (1H, m), 3.15 (2H, t, J = 5.3), 3.25 (m, 
s), 3.51-3.64 (2H, m), 3.82 (2H, t, J = 5.3), 3.86 (1H, d, J = 13.8), 4.53 
(1H, d, J = 13.8), 6.18 (1H, s), 7. 59 (1H, dd, J = 2.0, 8.8), 7.89-7.98 
(4H, m), 8.48 (1H, s). 

mmm 6 7 

(2Z) -5- (1- (3- ( d u-2-y- ~y ^-)V) XJWt —)V) 7 D AV -< )V> -1- fcf ^ u if— 

M -3-;* ^;i/-2- 3Ml^ 5;)-2,3-^tFn-U-5 i 7 V/— ;U-4-* frWrt 
H 
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67a) 4-((2Z)-4-7j>;i/^;W3-^5 : -;V-2-(^^;W S 7)-2, HD-1, i-j-t 

§|«J46a) *T?# 5*1 Jfc4- ( (2Z) -3-^ 3^1/-2- ^M" 5/)-2, t H n-1, 3- 
^jy-JH-^fJW fcWJ^>-l-;*UM*>I& tert-y^;K5.0 g)©THF^^(75 
bL) fcln-^JH) A (24 bL, 1. 6 M^U" >»$0D S: - 7ffCT?jjn*.Jfc. KJfefflc* 
l5$H8Jj&>#iI1?fc^ DMF(5mL)£tja*-, $ 5tC30#;fc#igif 1t e BUGtetetifiBUt 

NMR (CDC 1 3 ) 6: 1.48 (9H, s), 1.55-1.76 (2H, m), 1.84 (2H, d, J = 11.7), 
2.78 (2H, m), 3.04 (3H, s), 3.43 (1H, m), 3.57 (3H, s), 4.25 (2H, br), 9.77 
(1H, s). 

67b) (2Z) -5- (1- (3- C n U-2-±7^)V) 7,)Vifr~)V) 7°D A° J <i )V) -1- tf ^ 

.y ^-;w-3-^^;i/-2-(^^;w 5 y)-2, 3-^t hd-i, 3-^TV-;u-4-^;u/t 

2SJ60J67a)T»fcfl?&«Kl.O7 g) t3-((6-^DD-2-t7f JWX^-JW^O 

A>m^SH2fSM46b) tmWziyX. «IBffr&4fe (1 . 89 g)^fWtLX# 

NMR (CDC 1 3 ) <5 : 1.55-1.73 (2H, m), 1.86-1.97 (2H, m), 2.61 (1H, m), 2.88-2.96 
(2H, m), 3.03 (3H, s), 3.16 (1H, m), 3.48-3.59 (3H, m), 3.55 (3H, s), 3.97 
(1H, d, J = 13.5), 4.67 (1H, d, J = 13.5), 7.59 (1H, dd, J = 1.8. 9.0), 
7.89-7.96 (4H, m),.8.47 (1H, s), 9.76 (1H, s). 

mmm 6 8 

(2Z) -5- (i - (3- ( (6-£ n p -2-±y^)V) z>)Vi£—M -fun y -r M -l- tf^ U s?— 
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Cl^^.^^ ^ Me 




HOOC 

$!l67b) °vmtc (2Z) -5-0- (3- ((6-£ □ □-2-±^5 i ;W V >f 

;w-i-tf-^y ^n;w-3-^^;i/-2-(^9 1 ;p'i' 5 /)-2, 3-e^t Fo-i, 3-^r\A- 

H (0. 20 g) (Dtert-^;i/7';i/3— )V - tK - 2-^^;W2-^t" 
> (40 mL, 5:4:1) «FjftfcM»*ll^- h U (0. 21g) <£: U >m=^kmi~ h V V 
A (0. 28 g) SrflQx., l2B#r^^liffcc Sfet^iiL, glMj^ □ n^UA 

i^A^7j<(c^.L7c 0 ^ddzM/AJI^J&U *E*M^-hU^A7rf£ 



bfeo IglS^StT, fflfBfl^5(0.19 g)&ifiifriLTf#fCo 

NMR (CDC1 3 ) 8 : 1.38-1.69 (2H, m), 1.96-2.14 (2H, m), 2.60 (1H, m), 2.83-3.01 

« 

(3H, m), 3.19 (3H, s), 3.21 (1H, m), 3.53-3.61 (2H, m), 3.88 (3H, s) , 3.96 
(1H, s), 4.64 (1H, d, J = 10:4), 7.60 (1H, dd, J = 1.8, 9.2), 7.92-7.98 
(4H, m), 8.48 (1H, s). 



MM 6 9 

(2Z)-5- (1 - (3- ( (6-^7 n U-2-3-7 ^)V) TJPtJn -funj^ )V)-\- tf ^ ' j 

;i/)-3-^^;w2-(^^;w 5 y)-2, 3-^t hd-i, 3-^T\/-;i/-4-*;i/#^it5 




!^l68)-^f#fe(2Z)-5-(i-(3-((6-^nn-2-^-7^;i/)x;i/*n;i/)yD/w-i' 
;W-i-tf^u ^;p)-3-^^-2-(^<^;K5 / )-2, fd-i, z-^tV- 

;W4-*;i/^>m(0,21 g)©S^^DD^^>^(20 mL)fcWSC(0. 11 g) <hH0B t -NH 3 

m^-#:(o.o9 g)^soA, um$fr%w^£tz 0 Kj^m^^uaMA^mv. m 
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NMR CCDC1,) 6: 1.46-1.59 (2H, m), 1.77-1.91 (2H, m), 2.55 (1H, m), 2.86-2.91 
(2H, m), 2.99 (3H, s), 3.08 (1H, m), 3.18 (1H, ro), 3.29 (3H, s), 3.53-3.58 
(2H, m), 3.89 (1H, d, J = 14.1), 4.59 (1H, d, J = 14.1), 5.78 (2H, br), 
7.58 (1H, dd, J = 1.8, 8.7), 7.88-7.96 (4H, m), 8.47 (1H, s). 

nmm 70 

(2Z) -5- (1 - (3- ( (6-2? d u-l-^y^M 7,)\,ifr-)\,) urt j <i )V)-\- tf 1 U ^— 

* 

)V) -N- (2- 1 H P^v-X^W -3-;* 9-JV-2- =LJ)-2, 3-x h H P-l , 3-3=- 

TV— ;i/-4-*;i/^^5 H 




HOCH 2 CH 2 NHCO 



IIJfi0»J68)"r#fc(2z)-5-(i-(3-((6-^no-2-^-7^;i/)x;i/3jN-;wyn/iy^ 

;W -1 - fcf^ U 5>— ;W -3-^ ^;i>-2- 5/)-2,3-^kFD-l, 3-^7 V- 

;p-4-^;p#>®?(o.20 g), wsc(o.iig), HOBt(o.o9 g)*5ck^2-T5yx^y— 

;i/(0. 05 mL)^SH»!|69) < i:[W|fl|}3bT, jggBfb'&<» (0. 08 g)£#7c 0 
NMR (CDClj) 6: 1.47-1.90 (4H, m), 2.53 (1H, m), 2.85-2.90 (2H, m), 2.98 
(3H, s), 3.02-3. 18, (2H, m), 3.25 (3H, s), 3. 53-3.62 (4H, m), 3.81 (2H, tj 
J = 5. 1), 3.87 (1H,, d, J = 14.1), 4.59 (1H, , d, J = 14.1), 6.27 (1H, br), 
7.59 OH, dd, J =1.8, 8.7), 7.89-7.97 (4H, m), 8.48 (1H, s). 

mmM 7 1 

(2Z)-5-a-(3-((6-^7Du-2-^-75 1 ;i/)x;^— ;wyn/iy-r;w-i-t?^Uv*— 
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#§»J68) "C ! #fe(2Z)-5-(l-(3-((6-^Dn-2-^-7^;i')X;i/^-;i/)^PAV-Y 

;W-l-tf^U^-;W-3-^^-2-U^;K$y)- 2) 3-5? fc: Kn-i,3-^r^/- 

;i^-4-*;^>m(0.20g),WSC(0.11 g)>HOBt(0.09g)^i^7 p Dbf;PT$>(0.05 
BL)^e>^Jfi^69) tiiilLT, JB8Bfti-&*b (0. 05 g) £#fc D 
NMR (CDC1 3 ) <5: 0.99 (3H, t, J = 6.9), 1.40-1.86 (4H, n), 2.52 (1H, m), 
2. 85-2.90 (2H, m), 2.98 (3H, s), 2.98-3.20 (3H, m), 3.23 (3H, s), 3.36 (2H, 
Q, J = 6.9), 3.55-3.60 (2H, m), 3.87 (1H, d, J = 14.1), 4.60 (1H, d, J = 
14.1), 5.78 (1H, br), 7.60 (1H, dd, J = 1.8, 7.8), 7.80-7. 97 (4H, m), 8.48 
OH, s). 



MMM 7 2 

l-((2Z)-5-(l-(3-((6-^ P U-2-i-y^-)V)^)V^-)V) :7°n/\V-f ;W-l-k°^U 
zJ-)l)-3-*^)]/-2-(*^;i^EZJ)-2,S-z/t Hn-l,3-5PTl/-;i-4-f )V)JL 

CI Me Me 

72a) 4-((2Z)-4-(l-t F O+ylf jhZ-l^^K S y)-2, H 

mm&ma) ^#e»nfe4-((2z)-3-^^;i/-2-(^^;^$y)-2,3-^b Fn-1,3- 

f7V-;H-< )V) tf^U i?>-\-*)V#>m. tert-y^;Kl.O g)^7tK7;l/ 
:rt:K(0.36 mL)^£>^|».|67a) It, HfE-fbl^ (0. 38 g)£#fc 0 

NMR (CDC1 3 ) 6: 1. 39-1.83 (4H, m), 1.47 (9H, s), 1.51 (2H, d, J = 6.6), 
2.73 (2H, m), 2.95 (1H, m), 2.97 (3H, s), 3.41 (3H, s), 4.17 (2H, m), 5.03 
(1H, q, J =6.6). 

72b) 1- ( (2 Z) -5- (1- (3- ( (6-^7 n n-2-^-y^JU) X)V^~)V) ^n/W -f )V) -1- h: 
^ U 5?n;iO -3-^ ^)V-2- U zFJl^C $ J ) -2, 3-^ h f* D-l, 3-?7 1 /-;H-'f ;p 

mmmni) ^#7cte£r%(o.38 g) i3-((6-^ n n-2-t7?JW 
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NMR (CDCI3) 6: 1. 38-1.69 (2H, m), 1.96-2.14 (2H, m), 2.60 (1H, m), 2.83-3.01 
(3H, m), 3.19 (3H, s), 3.21 (1H, m), 3.39 (3H, s), 3.53-3.61 (2H, m), 3.88 
(3H, s), 3.96 (1H, s), 4.64 (1H, d, J = 10.4), 7.60 (1H, dd, J = 1.8, 9.2), 
7.92-7.98 (4H, m), 8.48 (1H, s). 



MM 7 3 

1- ( (2 Z) -5- (1- (3- ( (6-2 P U-2-±7^)V)7,)\s*~)V) 7°DAV -f tf 1 »J 

p - )V> -3-^ ?-)V-2- s.y)-2, z-i? t fd-i ; 3-^t ;u-4— f ;w x 




^U72b) T?#fei- ( (2Z)-5- (l- (3- ( (6-^ p p-2-^-^^;w tji^x;1/) y P/t 
y-r ;p)-i-t°^u ^x;i/)-3-*^-2-(y.5 l ;M' $;)-2, 3-s^t kp-i, 3-^t 

I/— ;P-4— T;P)X^y— ;K0.20 g)©yi'DD^^>ii(4 mL)t£Dess-Martin 

&&g (o. 19 g) 2mm^u^tco sj«£^pp*^at«ru t&fq 

*>f)l<ft z> ATJ»»pT®fE>fb-&^I^te-feia#:(0. 10 g) £ LTffc. 
NMR (CDC1 3 ) 6 : 1.39-1.52 (2H, m), 1.83-1.96 (2H, m), 2.45 (3H, s), 2.56 
(1H, in), 2.81-2.95 (2H, m) , 3.02 (3H, s), 3.09-3.21 (2H, m) , 3.33 (3H, s), 
3.50-3. 65 (2H, m), 3.90 (1H, d, J = 12.8), 4.59 (1H, d, J = 12.8), 7.60 
(1H, dd, J = 2.0, 8.8), 7.89-7.98 (4H, m), 8.48 (1H, s). 



MM 7 4 

(2E) - ( (2Z) -5- (1- (3- ( (6-^ P U-2-±y^)V) TJl^x;!/) y'unj^ )V) -1- 1: ^ 

u ^x;u) -3-^ ^)V-2- s y ) -1 , s-^tv v v r u^jth- 



I 
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■Vy^S Me 

74a) 4-((2Z,4E)-4-(~>T7^^l/»-3-p<^;i,-2-U^;W$y)-l,3-^Ty 
U 5? >-5--f ;W fcT^iJ ^>-l-#;i^>gg tert-y^;i/ 

# U T> A t er t-7 b * ^ K (1 . 4 g) ©DMEJg»e (40 mL) V T >^ (p- h U )VX)V 
^-^)p<^;Kl.3g)^-78 c CT?in^, 16#**»tffc. ^«(CSl»j20a)Tf# 

?)V2l =? AT*t«LTjeS3rt^»<0. 85 g) &$*&Btt£ bT#fc„ 
NMR (CDC1 3 ) 6: 1.18-1.69 (4H, m), 1.45 (9H, s), 2.48 (1H, m), 2.63-2.79 
(2H, m), 3.11 (3H. s). 3. 14 (3H, s), 4.08-4.20 (2H, m), 4.39 (1H, d, J = 
0. 9), 4.56 (1H, d, J = 3.6). 

74b) (2E)-((2Z)-5-(l-(3-((6-^Pn-2-^75 : -;WX;^-;W^pAy^;p 
) - 1 - tf^ U V - ) V) -3- * ^)V-2- a J ) -l , 3-5PX V/ U S> >-4-f U ^ » 

EJt0974a)TfW.fcft;^(O.55 g) t3-((6-^DP-2-^-7^;W^;^-;W^n 
A £>SH»j46b) t mMiZ L/T, SS&ffc^tfc (0. 74 g) £#7ce 

NMR(CDC1 3 ) (5: 1. 26-1.43 (3H, m), 1.76 (1H, m), 2.47-2.62 (2H, m), 2.83.2.90 
<2H, m), 3.04-3.15 (7H, m), 3.51-3.56 (2H, m), 3.87 (1H, m), 4.41 (1H, d, 
J = 2.1), 4.60 (1H, m), 4.67 (1H, d, J = 3.3), 7.59 (1H, dd, J = 1.8, 8.8), 
7.88-7. 96 (4H, m), 8.46 (1H, s). 



r !l 7 5 

2- ( (2 Z) -5- (1 - (3- ( (6-^ P U-2-± y ~ )V) y° u / W -f ; I) -1 - tf^ U 

^-;i,)-3-p<5 : -;u-2-(^^;^ $ /)- 2 , S -$?t Kn-1, 3-^7 V-;P-4--f ;W x 
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O H*N C ° AST 

75a) 4- ( (2Z) -4-* Jl/;^-f ;M ^;V-3-^ ?Jh2- 5 7 ) -2, 3-y k FD 

HJ£ W4a) T#*:4- ( (2Z, 4E) -4- (~>T / ^ ^ U » -3-^ 3^1/-2- C^WH' / 
5 )-l, Z-^TWzSy-S-lM \d^)V>-\-tS)V^>W. tert-^;K0.30 g)(D 
DMS0^I&(6. 0 mL) fdO'C^m^ U (0. 1 g) <h30%MMfc7R*7K}«(l mL) £ 

10 ' NMR (CDClj) <5 : 1.47 (9H, s), 1.56-1.71 (4H, m), 2.70-2.79 (3H, m), 2.99 

» 

(3H, s), 3.23 (3H, s), 3.44 (2H, s), 4.19 (2H, br), 5.67 (2H, d, J = 19. 5). 
75b) 2- ( (2Z) -5- (1- (3- ( (6-^ n U-2-± 7^)V) XJl^ZL )V) Zfuns -f ;W-1- 1! 

^ u ;w -3-p< 5^;w2- $ / ) -2, 3-^ t F n-i , 3-f77-;H-^ ;w 

) Tiz: h75 F 

15 *3fe^j75a)l?#fe'fb^(0.32 g) £3-((6-^ □D-2-t7?JWX^*^JI/) 

n>wfrt>mm&m\i) tmMizvx, mmt^m (0. 43 g ) ^*wttwc„ 

NMR <DMS0-d 6 ) 6: 1.^06-1. 19 (1H, m), 1. 32-1. 46 (1H, m), 1.57-1. 72 (2H, m), 
2.44-2.54 (3H, m), 2.63-2.77 (2H, m), 2.82 (3H, s), 2.99 (2H, t, J = 11.7), 
3.10 (3H, s), 3.60-3.66 (2H, m), 3.82 (1H, d, J = 12.6), 4.27 (1H, d, J 
20 = 12.), 7.09 (1H, s), 7.54 (1H, s), 7.72 (1H, dd, J = 2.1, 8.7), 7.98 (1H, 

dd, J =2.1, 8.7), 8.17 (1H, d, J = 9.0), 8.24-8.31 (2H, m), 8.63 (1H, s). 



$mm 7 6 

N- ( (2Z) -5- (1- (3- ( (6-^ o U-2-j- y^-)V) vUl>* =.JU) ~? / -f )V) -1- tf.-^ U 
25 zS~)\s)-Z-*^)V-l-{m-=j-Y7 s S—)V-S-^)V*^)V)-\, 3-5^1/— ;P-2(3H)- 
-i U ^» -N-* =^)V7 5 > 
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S 




N -NH 



«j74b) ~e%fcikSm (0. 3 g)©h;i/X>^(10 \sL)\ZT~JikhV *^)VXX 
(0.35g)£tlD?L 24B#Wiji^5l8Stbfe. MJ^^^^/-;K2mL)^jD^., lBfUSJ 

(0.14 g)&m&MW£V-C%Tc 0 

NMR (CDC1 3 ) (5: 1.45-1.54 (2H, m), 1.97-2.12 (2H, m), 2.64 (1H, m), 2.84-2.93 
(3H, m), 3.17 (3H, s), 3.31 (1H, m), 3. 55-3.60 (3H, m), 3.67 (3H, s), 3.94 
(1H, d, J = 12.3), 4.21 (1H, d, J = 4.5), 4.68 (1H, d, J = 12.3), 7.60 (1H, 
dd, J = 1.8, 8.7), 7.89-7.98 (4H, m), 8.45 (1H, s). 

r 

(2 z) -5- a- (3- ((6-^ p p-2-t7?;0^;^rjw yn/w-f ;0-i-bf^u V— 
;W-3-^^;W2-(^^;w $ j )-2, 3->»b F n-i, 3-f7y-JM-*;^>i^ 




77a) 4-((2Z)-4-U h^ti )^-)V)-Z-^)V-2-{^)V^ $ /)-2, 3-^h H 
n-l,3-5 1 Tl/-;L'-5-<;Wt:^U> f >-l-^;^>^ tert-y^P . ' 

^»46a) -e# e> n^4- c (2Z) -3-* 3^-2- 5 y ) -2, 3-^ t h n -1 , 3- 

fjy-)h5- OV) \Z^W>-\-ft)V&>n tert-^;K0.50 g)<h^cm^ 
^ ^ (0. 25 mL) e»«#067a) £ LT, MfB^ife (0. 24 g) ^^H-fe^ 

NMR (CDClg) 5: 1.40-1.84 (4H, m), 1.47 (9H, s), 2.75 (2H, t, J = 12.2), 
3.00 (3H, s), 3.39 (3H, s), 3.39 (1H, m), 3.89 (3H, s), 4.17 (2H, m). 
77b) (2Z) -5- (1- (3- ( (6-^ D D-2-± 7 XJl^~)l) 7°P/ V -f )V) -1- tf ^ 



WO 2005/030740 PCT/JP2004/014685 

139 

7u;^>Mfr^M$mb) hmmzVX, flHBfl?&4fe (0. 26 g)^ifi@#tbT 

NMR (CDC 1 3 ) 6: 1.43-1.56 (2H, m), 1. 82-1. 94 (2H, m), 2.51-2.59 OH, m), 
2.87-2.92 (2H, m), 3.00 (3H, s), 3.10 (1H, m), 3.39 (3H, s), 3.47 (1H, m), 
3.53-3.59 (2H, m), 3.90 (3H, s) , 3.91 OH, d, J = 13. 5), 4.62 (1H, d, J 
= 13.5), 7.60 (1H, dd, J = 2.1, 8.7), 7.90-7.97 (4H, m), 8.49 (1H, s) . 



'M7.8 

(2Z)-5-(l-(3-((6-^ D U-l-±-7^)l)7.)V^^L)l) ^D/V -OW-l-tf ^ U 

* 

7)V 




78a) 4-((2z)-4-(^ h^v-^;u^-;u)-3-^^;w2-(^^;K5y)-2, 3-v^t H 

*Jg^i|46a)-e#e>n^:4-((2Z)-3-^^;i-2-(^^;K5/)-2 > 3->?t FD-1, 3- • 
^T^J— ;W5— rJWlf^US?>-l-*;ps|?>K tert-^;K0.80. g)t^oo^ 
K^^KO. 67mL)^e>*M^J67a) tl^HUcbT, SfBYb^ife) (0. 91 g) Sr^.feH 

NMR CCDC1 3 ) 6: 0.96 (3H, t, J = 7. 5), 1.26 (2H, t, J = 7. 5), 1.47 (9H, 
s), 1 . 44-1.83 (6H, m), 2.73 (2H, t, J = 12.3), 3.00 (3H, s), 3.39 (3H, s), 
3.37-3.41 (1H, m), 4.25-4.34 (2H, m), 4.29 (2H, t, J = 7. 5). 
78b) (2Z) -5- (1- (3- ( (6-^ D U-2-± 7 ^)V) TJM^ )V) y°n/^J-i )V) -1- 

u ;w-3-^^;u-2-(^^;w s y)-2, 3-^t fp-i, 3-^tV— ;u-4-#;p# 

^!J78a) -z?*§ <=> nt^ih^m (0. 50 g) <h3-((6-^np-2-^-7^;P)x;>^n;w 
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NMR (CDC 1 3 ) 6: 0.98 (3H, t, J = 7.4), 1.38-1.70 (3H, m), 1.67-1.90 (4H, 
m), 2.53 (1H, m), 2.87-2.99 (2H, m), 3.00 (3H, s), 3.08 (1H, m), 3.39 (3H, 
s), 3.53-3.58 (3H, m), 3.92 (2H, d, J = 13.8), 4.27 (2H, t, J = 6.7), 4.63 
(1H, d, J = 13.8), 7.60 (1H, dd, J = 2.1, 8.8), 7.89-7.98 (4H, m), 8.48 
(1H, s). 



mm 7 9 

((2Z)-5-(l-(3-((6-^ D D-2-^-7^;W 7°D/W <f ;W-1- tf^ >J V 

-;W-3-^5 1 ;i/-2-(^5 1 ;K5/)-2,3-^k Fn-lJ-^T^hMJl/) (1,3- 




is 

79a) 4-((2Z)-4-(b H D^Xl, Z-^TV-)l-2-^ )V) *^)V)-l-*^)V-2-{* 

5 y)-2, 3-^t Hn-i, 3-3^/— ;W5— r;w if ^u^>-i-*;v#>Bt 

^»046a) Tf# £ nfc4- ( (2Z) -3-^ ^;W2- (;* ^I^f 5 7 ) -2, 3-S> hHD-1,3- 
^T\A-;U-5— <)V)W)z?>-\-%)\,T£>m tert-^;K0.47 g) t^TV- 
)V-2-ti JWVVTt K (0. 26 g)/^£H»j67a) tmUiZ^X, SfBfl^tKO. 10 g) 

NMR (CDC 1 3 ) 6: 1.47 (9H, s), 1.52-1.87 (4H, m), 2.70 (2H, br), 2.91 (1H, 
m), 2.96 (3H, s), 3.06 (3H, s), 4.21 (2H, s), 6.09 (1H, s), 7.38 (1H, d, 
J = 1.2), 7.78 (1H, d, J = 1.2). 

79b) ( (2Z)-5- (1- (3- ( (6-^7 p u-2-j-7^)l) ~)V) Z/O/W-f M -l-k°^ 
U V-)V)-Z-*J-)\,-2-{^)\,-i 5 / )-2, 3-^b Hn-1, 3 -^Ty-;i/-4-r )V 
) (l,3-^T^/-^-2— OV)*$>;-)V 
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NMR (CDClj) 6: 1.51-1.91 (5H, m), 2.51 (1H, m), 2.83-2.96 (5H, m)., 2.99-3.12 

(5H, m), 3. 50-3.60 (2H, m), 3.88 (1H, d, J = 13.5), 6.07 (1H, s), 7.39 (1H, 

d, J = 3.2), 7.59 (1H, dd, J = 1.9, 8.7), 7.75 (1H, d, J = 7.2), 7.88-7.98 
(4H, m), 8.48 (1H, s). 

mmm 8 o 

( (2Z) -5- (l- (3- ( (6-^ o xjv-^-ji) y d/v -r-;W-i - tf ^ u S J 

— ;W-3-;*^;W2-Ot^;W5/)-2,3-;xt: Fn-1, -S-^TV— ;P-4— r;W (3-* 




80a) 5-j*9\JWl- h U^-m-t! 9 V— ;u-3-^;u/t;^h H 

5-;* 3^-lH-fcf^ V—JV-Z-t) JWVVy* t H (A. Werner £>Tetrahedron, 51, 4779 
C1995): 1.1 g) <DT H h - h V )Vmm(20 mL) id HJ X^TS XL 5 mL) t^a' 

a . 9 g) &m&m& t l T#fc 0 

NMR (CDC1 3 ) 6: 1.54 (3H, s), 6.66 (1H, s), 7.09-7.17 (6H, m), 7.25-7.34 
C9H, m), 9.83 (1H, s). 

80b) 4-((2Z)-4-(t Ho^rS/(5-^^-l-hU^-lH-lf^y-;i/-3— OV) 

5 /)-2, 3-5? t FD-1, 3-^Ty— ;P-5— T;i/) tf^U 
^>-\-iJ)V^>m tert-^;i/ 
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^JS^J80a)^f#^^(0.53 g) <hH»J46a)-e#fc4-((2Z)-3-^^;i/-2-(^^ 
;K 5 / )-2, H D-l, 3-^77-;W;W tf^ U y >-1-^jM>1 
tert-y^;K0.47g)^S^«j67a)i|wI^fcLT, , )Sf2{bl=r#l (0. 36 g) 

NMR (CDC 1 3 ) d: 1.47 (9H, s), 1.57-1.80 (4H, ro), 2. 65-2.78 (2H, m), 2.98 
(1H, m), 2.99 (3H, s), 3.28 (3H, s), 4.17 (2H, m), 5.80 (1H, s), 5.88 (1H, 
s), 7.01-7.14 (6H, m), 7.26-7. 30 (9H, m). 

80c) ( (2Z) -5- (1- (3- ( (6-^7 D U-2-±7?-)V) X)V*~)V) ~f D/W M -1- fcf^ 
»J -3-^ ^)V-2- 5 / ) -2, Z-J tHn-l, S-^TV-Jl-W )V 

) (3-^^;p-iH-tf^\/-;i/-5-f M *?;—)V 

^3£#l80a) -Vmzfc&m (0.36 g) i3-((6-^ O 0-2-t7?JW^;WzJW 

/-\° >m& zmmmwb) t mm\z lt, mmt&m (o. 07 g > &w.n&mt£t 

fee 

NMR (CDC 1 3 ) <5: 1.49-1.89 (4H, m), 2.29 (3H, d, J = 3.8), 2.51 (1H, m), 
2.81-2.95 (2H, m), 2.96 (3H, s), 3.00-3.13 (5H, m), 3.49-3.62 (2H, m), 3.89 
(1H, m), 4.56 (1H, m), 5.79 (1H, J = 7.4), 5.94 (1H, s), 7.60 (1H, dd, J 
= 2.0, 8. 8), 7.88-7. 98 (4H, m), 8.48 (1H, s). 

4 

mmn si, 

((2Z)-5-(i-(3-((6-^nn-2-±7^;i/)7;;^-;wyD/\V'i';W-i-tf^u^ 

~)V)-l-^)V-2-{^)V^ 5 7)-2, 3-5? t Fn-l > 3-?77-;H-^ )V) (2-^ 




81a) 4-((2Z)-4-(t HD + y(2-?X-;W^^)-3-^^-2-U^K5y 
)-2, 3-v?b HD-l,3-5 1 7y-;H-<;W tf^U i?>-I-#;i^>^ tert-^;P 
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H»J46a) T# <£> nfc4- ( (2Z) -3-* 5\>W2- W ^ J ) -2, 3-^ t F n-1. 3- 
j-y^/— ;p_5-^;p) tf^U tert-7^;M0. 62 g)tft7x 

>-2-% JWVVrt. H (0. 28 mL)^6«M67a) tmfflzVT, SfB^#J(0. 26 

NMR (CDClj) <5 : 1.47 (9H, s), 1. 50-1.85 (4H, m), 2.69 (2H, br), 2.93 (1H, 
m), 2.95 (3H. s), 3.11 (3H, s), 4.18 (2H, br), 6.12 (1H, s), 6.78 (1H, s), 
6.95 (1H, m), 7.28 (1H, br). 

81b) ( (2Z) -5- (1- (3- ( (6-57 a a -2-T 7 ~)V) 7° D /I J -Y )V) -1 - k!^ 

u ^-;u)-3-*^;u-2-(;*^;w s j )-2, 3-^t fd-i, 3-^tV— JW4-- r;i/ 
) (2-^x - ; w y ^ y — )V 

3)Qfi«81a)T?»6>n/tfl2'&*(0. 25 g) t3-((6-^7 PD-2-t7?;W7;i/*- ;w 

^da>k^ e»«^!l46b) fcRMUfc i/r> ®f3<t-&#> (o. 03 g) %%m&mfct V 

« 

NMR (CDC 1 3 ) <5: 1.59-1.80 (4H, m), 2.51 (1H, m), 2.81-2.94 (2H, m), 2.97 
(3H, s), 3.00-3.15 (5H, m), 3.50-3.65 (2H, m), 3.90 (1H, m), 4.57 (1H, m), 
6.14 (1H, s), 6.82 (1H, s), 6.98 (1H, m), 7.31 (1H, s), 7.60 (1H, dd, J 
= 1.8, 8.8), 7.89-7.98 (4H, m), 8.48 (1H, s). 

mrnm 8 2, 

((2Z)-5-(l-(3-((6-^nD-2-t7^)XMz;WyD/V<;0-l-tf^ l J^ 

^;v)-3-y^;p-2-(y^-;w 5/)-2, 3-^k Ha-i, 3-^Ti/-;i/-4— av) (3-^ 

x-;W y 37 y — ;v 




82a) 4-((2Z)-4-(b h'D^y(3-^X";W /^W-S-^^-Z^/^M 5 7 
)-2,3->?t FD-1, S-^T^H-f )W tf^U ^>-l-*M>t tert-y^JV 
^fij46a)T! 5 #e»nfc4-((2Z)-3-y ^;V-2-(y ^lz-T 57)-2, 3-^k FO-1, 3- 
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?7y-^5-' OWfcWJS?>-l-;*J,M?>« tert-;7^;K0. 62 g)t^t7x 
Zs-Z-tl )VJV\rr\i F (0. 26 mL)^e>^»!|67a) <h|Wl^bT, Sf3^^(0. 21 

NTOR (CDC 1 3 ) 6: 1.47 (9H, s), 1.57-1.78 (4H, m), 2.70 (2H, m), 2.95 (1H, 
m), 2.96 (3H, s), 3.06 (3H, s), 4.18 (2H, br), 5.97 (1H, s), 6.90 (1H, m), 
7.20 (1H, m), 7.31 (1H, m). 

8 2b) ( (2Z) -5- (1- (3- ( (6-^ D U-2-f7^)V) X)Vt^~)V) yn/V-f )V) -1-fcT^ 

U >?n;w-3-^^;p-2-(^5 1 ;^ 5/)-2, 3-v?k H n-i, 3-^xi/-;p-4-^ ;p 

) (3-5^X~ )V) * $ J — )]/ 

^»j82a)l?#e>nfe-fb^(0.20 g) t.Z- U U-2-±7^)V) 7s )V*-)V) 



NMR (CDC 1 3 ) 6: 1.59-1.72 (4H, m), 2.50 (1H, m), 2.85-2.94 (2H, m), 2.98 
C3H, s), 2.96-3.13 (5H, m), 3.50-3.62 (2H, m), 3.90 (1H, m), 4.62 (1H, m), 
5.98 (1H, s), 6.92 (1H, br), 7.20 (1H, s), 7.33 (1H, m), 7.60 (1H, dd, J 
= 1. 8, 8.8), 7. 89-7.98 (4H, m) , 8.48 (1H, s). 



mmw 8 3 

N— ((2Z) -3- (2- (1- (3-,( (6-^7 p U-2-i~7 ^)V) ^ PAV < )V)-\- 
U y-JWi^JW-i, 3-^Ty-;P-2(3HW U 5*»-N-*^;KF5 > 



sn»!li 8c) T^fc l- (3- ( (6-* n D-2-±^^;w x;i^-;i/) y n av -f ;u 
)-4-(2-h-fi?;w tr^u^xo.52 g) t.^-^)v-\,z-^yv-)V-2-7^z, 

(0.27 g)^6^Wd57b)i[Hlil^LT, g) 
NMR (CDClj) <5: 1.00-1.18 (2H, m), 1.58-1.84 (5H, m), 2.48 (1H, t, J = 12.9), 
2.81-2.88 (2H, m), 2.98 (3H, s), 2.98 (1H, t, J = 12.9), 3.52-3.58 (2H, 
nO, 3.79 (3H, m), 4.44 (1H, d, J = 13.5), 5.96 (1H, d, J = 5.1), 6.52 (1H, 
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d, J = 5.1), 7.57 (1H, dd, J = 2. 1, 7.8), 7.88-7.95 (4H, m), 8.46 (1H, s) 
W&M 8 4 

N-((2z).-3-(2-(i-(3-((6-^ d □-2-t75 1 ;i/)x;^- )V) y'unj^ ;U)-l-hf^. 

U V—)V) X^;W -5-* 9-JU-l , 3-^7 V— )V-2 (3H) — f U ^» -N-;* 3^1/ T 5 > 



2->^D ; Eynbf^->T;i/5 £ t H(R. Pews £> Synthetic Commun. , 15, 977-84 
(1985): 8.7 g) tN-^^k^^ l/T (5. 7 g)^e»^|»!|46a) <h[^#^LX^ Mf3 
,^#>(1.48 g)£#fc„ 



NMR (CDC1 3 ) 6: 2.29 (3H, s), 2.95 (3H, s), 5.02 (1H, br), 6.75 (1H, s). 
84b) N- ( (2Z) -3- (2- (1 - (3- ( (6-^7 p U -2-±y^)V) X)Vfc~)V) 7°U/^ J )V 
)-l-tf^'Jy-JWlfJW-5-/ 5^-1,3-^7^— ;i-2(3HW Ut^-N-*^ • 

;P7$ > 



«F!l84a)-r#fe{b-8-#?(0. 26 g) <h*»!jl8c) T#fel-(3-((6-^ P D-2-±7^ 

JW 7.)Vfc~ ju) y p/ty < ;W-4- (2-3 - Kx?;W if ^ u (o. 52 g) ^ 

#|57b) £ IwtfiKl IT, < (0. 24 g) £#fc 0 

NMR (CDC1 3 ) 6: 1.00-1.16 (2H, m), 1.56-1.60 (3H, m), 1.70-1.84 (2H, m), 
2.13 (3H, s), 2.49 (1H, m), 2.81-2.89 (2H, m), 2.95 (3H, s), 2.96 (lH,.m), 
3.52-3.58 (2H, m), 3.68-3.80 (3H, m), 4.43 (1H, d, J = 13.5), 6.18 (1H, 
s), 7.59 OH, dd, J = 1.8, 8.3), 7.88-7.95 (4H, m), 8.45 (1H, s). 




Me 



84a) N, )V-\, 3-5 1 7 , /-JH-75> 



mmm 8 5 

N- ( (2Z) -3- (2- (1- (3- ( (6-2? P U-2-^-y^)V) X)U&—)1>) 7°PAV -f )V) -1- tf ^ 
U ^-Jl/)I^)-4-^^Jhl, 3-^7^/— Jk-2(3H) — f Ur»-N-^5 : Jl/75 > 
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Me 

85a) N, 4-^*5^-1, Z-^TV— )V-2-T ^ > 

?U^T± h > (25 g) £K-*rFJlzF-*ry U y (20 g) ^ 6«#|46a) ^H^C bT> 
^IBfb^(9.4 g)£?#fc 0 

NMR (CDC 1 3 ) 5: 2.23 (3H, s), 2.94 (3H, s), 6.04 (1H, s), 6.28 (1H, br). 
85b) N-((2Z)-3-(2-(l-(3-((6-^Pn-2-^-^^;i,)7,;i/*-;i/)yDAV-1';i/ 

) -l - tf ^ u s>=;w x^;w -4-* 3-^7\/-;W2 (3H) ~r U 5 s » -N-* 5P 

S*at«85a)T»fcflS-&*(0. 26 g) tHi£#J18c)-r#fel-(3-((6-^ UU-l-^yj- 
;P) x;V^-;P)yp/y-r;i,)-4-(2-3-Fx^;W fcf^U^XO.52 g)^e>HJ| 

^!l57b)<i:^^L,T, SI3^#K0.06 g) £#£ 0 

NMR (CDCI3) <5: 1.06-1.14 (2H, m), 1.60-1.86 (5H, m), 2.08 (3H, s), 2.49 
OH, t, J = 12.3), 2.84-2.87 (2H, m), 2.95 (3H, s), 2.97 (1H, m), 3.53-3.56 
(2H, m), 3.70-3.81 (3H, m), 4.44 (1H, d, J = 13.2), 5.51 (1H, s), 7.58 (1H, 
dd', J = 1.8, 7.8), 7.88-7.95 (4H, m), 8.46 (1H, s). 

$mm 86 ( 

N- ( (2Z) -3- ( (1- (3- ( (6-^7 n U~2-i- 7 X)V*~)V) 7 P A 7 -f )V) -1 - U 
>?-;!/) ^ ^jU) -i , 3-5^T I/— ;i/-2 (3H) —f U ^7$> 




86a) l-(3-((6-^DD-2-j-7^)7;Mz;i/)yn/V^;W-4-(3-F^^l/ 

4-(3-H^^;Wtf^U> ? >-l-*;^>^ tert-y^;KA. Villalobos£>J. Med. 
Chem., 37, 2721 (1994): 3. 3 g) £3-((6-^ P D-2-t7fjWXWz;W ^PA 
>g§(3.0 g)^e,^»j46b) tl^iCLT, HfEfc-£#K4. 0 g) £#7c 0 
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NMR (DMS0-d 6 ) 6: 0.65-0.89 (2H, m), 1.62-1.78 (3H, m), 2.40 (1H, m), 2.67 
(2H, t, J = 7.8), 2.90 (1H, m), 3.15 (2H, d, J = 6.2), 3.59 (2H, t, J = 
7.8), 3.76 (1H, d, J = 14.0), 4.17 (1H, d, J = 14.0), 7.72 (1H, dd, J = 
2.2, 9.0), 7.97 (1H, dd, J = 2.2, 8.8), 8.17 (1H, d, J = 8.8), 8.19-8. 25 
(2H, m), 8.63 (1H, s). 

86b) N- ( (21) -3- ( (1- (3- ( (6-^7 o U-2-±7^)V) ~)V) 7°un / -f )V) -1- 

tf^'J zS-) V) * 9-M -1 , 3-5PT V—JV-2 (3H) —f U -N-^ ^)V7 ~L > 

mm?mii)-e%tiik&m&. w g)tN-^^;u-i,3-^T % y-;p-2-T5>(o. 23 g) 
& zmmm™) tmmizisT, mmt-sm (0. 06 g ) &ntc. 

NMR (CDCI3) <5: 0.94-1.16 (2H, m), 1.63-1.77 (2H, m), 2.10 (1H, m), 2.49 
(1H, t, J = 11.0), 2.84 (2H, dd, J = 6. 6, 10.4), 2.95 (3H, s), 2.99 (1H, 
t, J = 11.0), 3.51-3.65 (4H, m), 3.81 (1H, d, J = 13.4), 4.48 (1H, d, J 
= 13.4), 5.87 (1H, d, J = 4.8), 6.41 (1H, d, J = 4.8), 7.59 (1H, dd, J = 
1. 8, 8.8), 7.92-7.97 (4H, m), 8.47 (1H, s). 

mmm 8 1 

3- ( (1 - (3- ( (6-i? D D -2-± 7 ?-)V) TJl^ - )V) 7°U K / )V) -1- fcf^ U 5*=. Jl) 
* =F)V) -1 , 3-^T V— )V~2 (3H) — f 5 > 

6"b \— ' 

mm&ma) T#fci- (3- ( (6-^ p 0-2-^ yj-M ~?°unj -r m -4- ( 

3-F^^;Wtf<U^>(0.50 g)tl,3-^T^-;i/-2-T5>(0.20 g)^^^i 
01157 b)i^^LT, ^^#7(0.08 g)^#fco 

NMR (CDClj) 6: 0.98-1.28 (2H, m), 1.65-1.79 (2H, m), 2.10 (1H, m), 2.51 
(1H, t, J = 13.2), 2.82-2.87 (2H, m) , 3.00 (1H, t, J = 13.2), 3.45-3.62 
(4H, m), 3.83 (1H, d, J = 13.8), 4.49 (1H, d, J = 13.8), 5.74 (1H, d, J 
= 4.8), 6.29 (1H, d, J = 4. 8) , 7.58 (1H, dd, J = 1. 8, 7.8), 7.88-7. 95 (4H, 
m), 8.46 (1H, s). 
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mmm s 8 

1 - (3- ( (6-^ D D -2-1- 7 J-)V> Tsfr-fc n )V) 7°U / W -f )V) -N- ( (2Z) -3-* 
-l, Z-^TV— ;i/-2(3H)-- T U^»-4-kr^U y>75 > 




88a) 4-^^l^-f Ftf^U^>-l-*;^>^ tert-^;i^ 

4-T$y tf^U^>-l-^7;^>m tert-y^;K2.7 g)^ £>3l«J66a) tHilfilK 

ut, mmit^m (2. 8 g) £$m£@#:<i: vxntz. 

NMR (CDC 1 3 ) <5: 1. 26-1.45 (2H, m), 1.45 (9H, s), 1.98-2.08 (2H, m), 2.90 
(2H, t, J = 9.8), 3.98-4.10 (3H, m), 6.10 (2H, s), 6.74 (1H, d, J = 7.2). 
88b) 4-(l,3-^Ty-;P-2--<;WT5/tr^U^>-l-^;i/#>m tert-y^Jl 
SH»!l88a) -vm^t^m (1 . 0 g) £ 9 a n h T)\rr t HO. 13 mL, 40*zK}g$D 

e>^»!l46a).iiW|^^ bT, SbB^^! (0. 88 g) ^^fiS^t bTfffe, 
NMR (CDC 1 3 ) 6: 1. 33-1.49 (2H, m), 1.46 (9H, s), 2.06 (2H, m), 2.92 (2H, 
m)/ 3.56 (1H, m), 4.02 (2H, bd, J = 10.5), 4.95 (1H, br), 5.71 (1H, d, J 
= 4.8), 6.72 (1H, d, J = 4,8). 

88c) l-(3-(C6-^7 n p-2-i-y^-)l) 7.)V*-)V) yDAV-fJW-N-O, 

5. > 

«J88b) ~V%tiike>m (0. 88 g) £3- ( (6-^7 o U ~l-±y^)V) X 7u 
/\°>^(0.86 g)^£*2£#|46b) tmUlZhT, SIBYb^d. 19 g) £#l|f 

NMR (DMS0-d 6 ) 6: 1.12-1.40 (2H, m), 1.82-1.94 (2H, m), 2.56 (1H, m), 
2. 72-2. 78 (3H, m), 3.10 (1H, m), 3.59-3.75 (2H, m), 3.99 (1H, d, J = 14.1), 
6.58 (1H, d, J = 3,6), 6.98 (1H, d, J = 3.6), 7.50 (1H, d, J = 7.5), 7.72 
(1H, d, J = 1.8, 8.1), 7.97 (1H, dd, J = 1.8, 8.1), 8.17 (1H, d, J = 8.1), 
8.24-8.28 (2H, m), 8.63 (1H, s). 

88d) 1- (3- ( (6-^ n U-2-1- 7 ^)V) - ) V) 7°un J )V) -N- ( (2Z) -3-^ ^ 



)V-2— T )V> -4- tf ^ U V " '*=* - " 
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)V-\ , 3-^YV—JU-2 (3H) -- T U x» -4- tf ^ U ^>75> 

;«J88c) Tffcfc-ffr&W (0. 50 g) £3<Mti^5F-;K0. 13 mL) /^£||»j57b) 
KlLT, @IBYb-^#)(0. 15 g)£^fiB#<*:LTt#£: 0 

NMR (CDC1 3 ) 6 : 1.58 (2H, m), 1.82 (2H, m), 2.88 (2H, t, J = 6.6), 2.93 
(1H, m), 3.10-3.25 (5H, m), 3.56 (2H, t, J = 6.6), 3.76 (1H, m), 4.05 (1H, 
m), 5.84 (1H, d, J = 4.2), 6.44 (1H, d, J = 4.2), 7.58 (1H, dd, J = 1.8, 
7. 8), 7.88-7.96 (4H, m) , 8.47 (1H, s). 



mmm 8 9 

1- (3- ( (6-^7 P D -2-± y J-)V) XJP* ~ )V) Zfuny^ )V) -N- ( (2Z) -3, i-i?*^)V 
-1 , 3-5P 7 V—)V-2 (3H) — T U 5 :J »-4-t!^U y>75 




'Me 



89a) 4- ((4-^^-1, 3-^7 \/-;W2— fJW75 7) tf^U 3^>-l-*;P#>i 

^WJSSa)^^-^^^ Ftf^U^>-l-#;i^>M tert-y^;K0.69 
g) £ h > (0. 34 mL) SHi£^l46a) £ l^fC IT, SlB^fe (0. 79 g) 

NMR (CDC 1 3 ) 6: 1.33-1.49 (2H, m), 1.46 (9H, s), 2.06 (2H, m), 2.22 (3H, 
s), 2.92 (2H, m), 3.56 (1H, m), 4.02 (2H, d, J = 10.5), 4.95 (1H, br), 6.07 
OH, s). 

89b) 1- (3- ( (6-£7 D D-2-± 7 ^)V) TJl/tfc ~)V) 7° D/W -f ;W -N- (4-;* J- )V 

-1 , 3-^7 v— ;w-2— r ;w -4- t?^ y > ? >t $ > 

^»!)89a)-e#feYh:-&%(0.79 g) t3-((6-^ D D-2-t 7?JI/) 7Jl/^r;W 

n>m (0. so g ) & zmmmm) tmmiz vx, mmtsm (o. 76 g ) *%m$MW 

NMR (CDC1 3 ) 6: 1.25-1.46 (2H, m), 2.06-2.21 (2H, m), 2.22 (3H, s), 2.80-2.91 
(3H, m), 3.20 (1H, m), 3.53-3.68 (3H, m), 3.79 (1H, d, J = 9.4), 4.32 (1H, 
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d, J = 9.4), 4.87 (1H, d, J = 4.8), 6.05 (1H, s), 7.58 (1H, dd, J = 1.4, 
9.0), 7.88-7.95 (4H, m), 8.46 (1H, s). 

89c) l-(3-((6-^DD-2-^-^5 : -;i/)7,;i/^-;W^ , OAV-r;W-N-((2Z)-3,4-^ 
* 5F;i/-l , 3-3^ 7 V—)V-2 (3H) — f U f» -4- tf U v> 7 $ > 

^MWb^^fcft^O). 65 g) tB^b^^KO. 17mL)fr £||»!|57b) £|WJ)|§ 

L-T, ®f3^-&#» (0. 42 g)£^Jtfi@#:<i:bT#fc 0 
NMR (CDC1 3 ) <5: 1. 38-1.64 (2H, m), 1.88-2.01 (2H, m), 2.36 (3H, s), 2.66 
(2H, t, J = 8.1), 2.92 (2H, m) , 3.15 (1H, m), 3.46 (3H, s), 3.57 (2H, m), 
3.93 (1H, brd, J = 14.4), 4.57 (1H, brd, J = 14.4), 6.61 (1H, s), 7.60 (1H, 
dd, J = 1.8, 7.8), 7.90-7.97 (4H, m), 8.48 (1H, s). 



i-(3-((6-^an-2-^^^;Wx;^-;Wy°DAV-i';i/)-N-((2Z)-3,5-^^^;i' 

-1 , 3-5PT V—) V-2 (3H) — f >J ^» -4- 1: ^ "Jy>7S> 



90a) 4-((5-*5P;P-l, 3-5PT V~)V-2-^ )V) 75 /) tf^U i?>-l-t) Jl#>Wi 

«#J88ara#fc4-?^^ Khf^ij^>-l-^;i/#>m tert-^;K5.2 g) 
i2-yp^^nif^->T;P^k H(2.8g)^e>H^M46a) i|WIfi|}cbT, SfBfb^r 
20 M (2. 0 g) Sr^-feH^.J: bTf#fe„ 

NMR (CDC 1 3 ) 6: 1.33-1. 49 (2H, m), 1.46 (9H, s), 2.06 (2H, m), 2.28 (3H, 
s), 2.92 (2H, m), 3.56 (1H, m), 4.02 (2H, brd, J = 10.5), 4.95 (1H, br), 
5.71 (1H, s). 

90b) 1- (3- ( (6-^ □ 0-2-^:7 5P;W 7,)V*-)V) -f DAV -f )V) -N- (5-*^;i/ 
25 -1, 3-^T\/— ;U-2--f ;i/)-4-t°^U ^>75 > 

lH»J90a) irnr^t^m (1 . 8 g) £3- ((6-^ D u-l-±y^)V) 7.)^-)^) -fun 

>ma.77 g)^e>^»j46b) tmmizvr:, mmt&%}(2.84 g)*m.n&mw-£: 



»!I9 0 




Me 



15 



4 
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NMR (CDC 1 3 ) 6: 1.25-1.47 (2H, m), 2.03-2.21 (2H, m), 2.28 (3H, s), 2.77-2.91 
(3H, in), 3.19 (1H, m), 3.54 (2H, m), 3.69 (1H, br), 3.80 (1H, d, J = 13.2), 
4.34 (1H, d, J = 13.2), 4.87 (1H, br), 6.71 (1H, s), 7.60 (1H, dd, J = 1.8, 
8.7), 7.88-7.95 (4H, m), 8.46 (1H, s). 

90c) l-(3-((6-^OD-2-t7?JW7MZ Jl/) :7°D/V-f ;i/)-N-((2Z)-3, 5->> 
;*3^W-1, 3-9^7 ^-^-2(310 — T U5 £ »-4-k:^U v?>75 > 
H«J90b) Tftfcfk;^ (0. 80 g) £ 3 04t*^)l (0. 42 mL) ft e»H»j57b) £ mM 
\Z IT, Umt&m (0. 43 g) *®M&&W£ LTifc. 

NMR (CDC1 3 ) 6: 1.40-1.88 (4H, m), 2.10 (3H, s) , 2.88 (2H, dd, J = 6.8, 
9.0), 2.96-3.12 (2H, m), 3.15-3.27 (4H, m), 3.51-3.65 (2H, m), 3.76 (1H, 
m), 4.10 (1H, m), 6.13 (1H, s), 7.59 (1H, dd, J = 2. 0, 8.8), 7.89-7.98 (4H, 
m), 8.48 (1H, s). 



MM 9 1 

2- ( (2Z) -2- ( (1 - (3- ( (6-^ d D-2-^~ X )\sfc=L)V) "7 U A° J -f )V) -1- tf^ U 

*J-)V) <i $ j ) -1 , 3-^t v/— ;w3 (2© -- r ;w r-fe h t s f 




N V- N 



^CONH 2 



S!iS0!l88c) T#7tl- (3- ( (6-^ o P-2-± tjv*— ;u) yo/Wi' ;p . 

)-N-(l, 3-^TV— ;l/-2-Y;l/)-4-lf ^'J y>7S>(0. 50 g)t3-K7th75 

F(o.4o g)^e.^i»j57b) tmmizLx, mmfc-swio. 6ig) &%m&m&£VT 

NMR (CDCI3) <5 : 1. 39-1.62 (2H, m), 1.72-1.90 (2H, m), 2.89 (2H, t, J = 7.2), 
3.06 (1H, m), 3.15-3.33 (2H, m), 3.57 (2H, t, J = 7.2), 3.71 (1H, m), 3.97 
(1H, m), 4.31 (2H, s), 5.54 (1H, br), 5.98 (1H, d, J = 4. 6), 6.58 (1H, d, 
J = 4.6), 7.08 (1H, br), 7.60 (1H, dd, J = 2. 2, 9.2), 7.88-7.98 (4H, m), 
8.49 (1H, s). 
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Mm 9 2 

2- ( (2Z) -2- ( (1- (3- ( (6-9 O U-2-±y^-)V) 7s)Vi£~)V) y° D/W >f ;i/)-l-E^ U 
-f5 7)-l, 3-^7 V-;U-3 (2H) — f ;W X^ / 

/ — \ />-N 
1 CH 2 CH 2 OH 

;J6«88c)T»fc<b'&W(0. 60 g)©DMF*«(2.0 mL) £2-3 — HX^ / — ;K0. 2 
mL) £in*80t:T?2l#|l8j&>£ig1f fc. KjSiK£jWJEESMgU m'gmz? DOM 
Atfi&fn^mTK^-^- h U ^A7K»atSriD>t, 15##>#igif&. «®£:fr3tU 




NMR (CDC1 3 ) 6: 1.41-1.62 (2H, m), 1.72-1.87 (2H, m) , 2.79-2.90 (2H, m), 
3.03 (1H, m), 3.23-3.33 (2H, m), 3.53-3.59 (2H, m), 3.64-3. 72 (1H, m), 
3.85-3.91 (5H, m), 5.90 (1H, d, J = 5. 1) , 6.59 (1H, d, J = 5. 1) , 7.58 (1H, 
dd, J = 1.8, 7. 8), 7.89-7.95 (4H, m), 8.47 (1H, s). 




mmm 9 3 

1 - (3- ( {&->? U U -2-t 7 7,)V^-)V) -funj-i )V) -N- ( (2Z) -3- (2-^ h ^ • 
~>X^;W-1, )V-2 (3H) — T U5 i »-4-tr^U i^>75> 

N CH 2 CH 2 OMe 

;Jfi«88c)*Tr»fc-fb^*(0.47 g) tl-^n^E-2-^ b3r^X^>(0.19 mL):fe«£££ 
3 t>fb^3 U A (0. 33 g)^eSfeSfi«57b) £|pl*i£bT, 013^^(0.21 g)£fi 

NMR (CDC 1 3 ) <5 : 1. 53-1.85 (4H, m), 2.82-2.94 (2H, m), 3.01 (1H, m), 3.21-3.35 
(2H, m), 3.34 (3H, s), 3.52-3.66 (4H, m), 3.73 (1H, m), 3.86 (2H, t, J = 
4.8), 3.95 (1H, m), 5.81 (1H, d, J = 4. 7), 6.58 (1H, d, J = 4.7), 7.59 (1H, 
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dd, J = 2.0, 8.8), 7.89-7.98 (4H, m), 8.48 (1H, s). 



Mm 9 4 

((2Z)-2-((i-(3-((6-^nn-2-^7^;W7>;^r.;wyp/iy-r;w-i-b°^Uv 

-f a 7) -5-^^-1, 3-?7 1 /-Jh3(2H)-<jWii: 




HCI 

94a) ( (2Z) -2- ( (l- (3- ( (6-^ □ D-2-^- 7Jl/tf^ ;w -fun J < ;w -1-tf 

z?—)V)-1 5 /)-5-^5=-;i/-l, 3-^Ty-;i--3(2H)— r;i/)M tert-^;i/ 
Hm#iJ90b)T1#fel-(3-((6-^ p D-2-t7^l/)X^*-JW ^D/V 

)-N-(5-^^;Wl,3-^TV—;W2— f;P)-4-^Ui^>75>'(0.90 g) t^nt 
M t -^;Kl . 0 1 mL) 33 «fc XS 3 ^-flS* U # (0. 6 3 g) £> H;»J 5 7b) £ WlM \Z l> 

NMR (CDC1 3 ) 6: 1.44 (9H, s), 1.46-1.72 (4H, m), 2.09 (3H, s), 2.87 (2H, 
t, 'j = 7.8), 3.01 (1H, m), 3.29 (2H, m), 3.54 (2H, t, J = 7. 8), 3.67 (1H, 
m), 3.84 (1H, m), 4.21 (2H, s), 6.13 (1H, s), 7.58 (1H, dd, J = 1.8, 8.7), 
7.89-8.00 (4H, m),,8.47 (1H, s). 

94b) ( (2Z) -2- ( (1 - (3- ( (6-^ D U-2-± 7 J-)V) — )V) ~?UA/^ )V) -1 - fc: 

^ U i?~)V) -f 5 J ) -5-^ Z-^TV—)V-Z (2H) — T )V) • 

»0ij94a) -cntz.fc'&M (0. 40 g) OTHF^OO mL) \zmmMt(5 mL) ^iPx., 121$ 

#(0.38 g)£Mfi®#:£bT#7to 

NMR (DMS0-d 6 ) <5 : 1.45 (1H, m), 1.60 (1H, m), 1.83-1.98 (2H, m), 2.28 (3H, 
s), 2.64 (1H, m), .2.68-2.83 (2H, m), 3.14 (1H, m), 3.57-3.69 (3H, m), 3.88 
(1H, d, J = 14.5), 4.22 (1H, d, J = 14.5), 5.01 (2H, s), 7.24 (1H, s), 7.74 
(1H, dd, I = 2.2, 8.8), 8.00 (1H, dd, J = 1.9, 8.8), 8.17-8.31 (3H, m), 
8.65 (1H, d, J = 1. 9), 10.00 (1H, br). 
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mrnm 9 5 

i- ( (2Z)-2- ( (i-(3- ( (6-^7 p p-2-t7f;wx;tow yo/ty -r ;w -i- u 

it—M-l 5 y)-3-^^;P-2, 3->?h KD-1, 3-?77-JH-^JWi^ y-;p 



95a) 4-(((2Z)-3-^5 : -;i/-l,3-^Ty-;V-2(3H)-r U 5 s » 75 7) U S» 

mmmsm -ewc4- a , 3-^t v/-;u-2~-y jit $ y ) u 5? >-i-# >gg 

ter i-y"^)V (5.0g)i3 ^Ib^ ^ (2. 1 8 mL) £>H»J57b) t mUlZ bT, SfB 
it&m (4. 2 g) L-T#fc. 



NMR (CDC1 3 ) 6: 1.46 (9H, s), 1.51-1.85 (4H, m), 2.82-3.08 (3H, m), 3.26 
(3H, s), 3.96 (2H, br), 5.83 (1H, d, J = 4.8), 6.45 (1H, d, J = 4.8). 
95b) 4-(((2Z)-5-(l-t FD^yl^W-a-^fjH, 3-^T 'J-Jl-2 (3HW U 
r»7$;)t:^'Jy>l-*M>i tert-^;i/ 



^»j95a)-e#6nfe^^(l. Og) iTii hT^t H (0. 5 mL) £^Jg0i|67a) 
iHifcl/T, jSIB-fb^CO. 18 g)£#7t 0 

NMR (CDC1 3 ) 5: 1.4J6 (9H, s), 1.47 (3H, d, J = 6. 3), 1. 50-1.59 (2H, m), 
1.67-1.78 (2H, m), 2. 86-3.02 (2H, m), 3.21 (3H, s), 3.96 (2H, br), 4.75 
(1H, q, J = 6.3), 6.36 (1H, s). 

95c) 1- ( (2Z) -2- ( (1- (3- ( (6-^7 U U-2-f7?-)\,) XJV*~JV) 7°un J -f )V) -1- 

mjWi. x.? ^#»^dbu(o.i6 mo. hux^7$> 

(0. 15 mL) 43«fctfN- h U *^)Vis U ^Xir h75H (0. 28 g) £#n;tT-fe h n h >J ;u 

(0. 16 g), WSC(0. 15 g>*«ktXH0Bt (0. 12 g) <DT± h - b U;M*A4WK(5 mL) \Zl)U 
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NMR (CDClj) <5: 1.46 (3H, d, J = 6.2), 1.48-1.80 (4H, m), 2.88 (2H, t, J 
= 7.8), 2.92-3.29 (3H, m), 3.21 (3H, s), 3.56 (2H, t, J = 7.8), 3.81 (1H, 
m), 4.10 (1H, m), 4.75 (1H, q, J = 6.2), 6.38 (1H, s), 7.59 (1H, dd, J = 
1.8, 9.0), 7. 88-7.97 (4H, m), 8.48 (1H, s). 



mm 9 6 

( (2Z) -2- ( (1 - (3- ( (6-^ D a-2-± 7 ^)V) XJlfc ~ )V) ~?U / W -f )V) -1- tf ^ U 5 
- ;i/) $ 7 ) - 3-* ^)V-2 , 3->* b H D-l, y-;W-5-< JW^^y — )V 

,CH 2 OH 




96a) 4-(((2Z)-5-^;i/5;i/-3-^^;i/-l,3-^TV-;i/-2(3H)— ( Uf»75y) 

^k^!l95a)-e#^'&#)(5.0 g)£DMF(4 mL);&*&SU(50S67a) tl^iCUT, HfB 
fc-g-^J (4. 6 g) £$dt6@#<h LTlfc. 

NMR (CDC1 3 ) (5: 1.4,7 (9H, s), 1.27-1.81 (4H, m), 2.97-3.14 (3H, m), 3.41 

(3H, s), 3.91 (2H, br), 7.43 (1H, s), 9.46 (1H, s). 

96b) 4-(((2Z)-5-(t ^U^-^^)V)-Z-^)V-\,Z-^TV—)V-liM)— f 

^»d96a)Tr#/ l c^'a-#J(1.0 g)(DX^/-;W«(10 mL) ^7jc^b^^7^ h U 

^aco.23 g)&toXs 3o^#^if^c Kfom&m%fei<. mmm&isms¥)vt} 

^ATMiSbTj@fE{b-£-#i(o.98 g)^gWii,T#it. 

NMR (CDC 1 3 ) 6: 1.46 (9H, s), 1.48-1.59 (2H, m), 1.69-1.80 (2H, m), 2.86-3.02 
(3H, m), 3.22 (3H, s), 3.94 (2H, br), 4.45 (2H, s), 6.42 (1H, s). 
96c) ( (2Z) -2- ( (1- (3- ( (6-^ P U-2-± ~7?-)V) Xfrft ~ )V) Zf P/W -f )V) -1-tf 
^ U -T S J ) -3-^ ^;i/-2, 3- V s t H P-l , 3-f7!/-JH-f ;W ;* :5? 7 — 
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)V 

;^96b)T#fcYb^(0. 98 g) tz-((6-t? nn-2-j-7^jl) z)l>*-jl>)7n 

a°>^(o.9i g)frt>mmm95c)hmmizi,T, mmt%m(.u.zz g)*&&mwt. 

NMR (DMS0-d 6 ) 6: 1.18 (1H, m), 1.36 (1H, m), 1.56 (1H, m), 1.66 (1H, m), 
2.65-2.79 (2H, m), 2.82-2.97 (2H, m), 3.11 (3H, s), 3.18 (1H, m), 3.59-3.72 
(3H, m), 3.86 (1H, m), 4.23 (2H, d, J = 5.3), 5.10 (1H, t, J = 5.6), 6.77 
(1H, s), 7.73 (1H, dd, J = 2. 2, 8.8), 7.99 (1H, dd, J = 1.7, 8.8), 8.23-8.32 
(2H, m), 8.65 (1H, s) . 



mmm 9 7 

(.21) -2- ( (1 - (3- ( (6-^ P U-2-j- 7 ?-)V) X )V) 7°P A J -f )V) -\ - fcf ^ ij 5 




97a) 4-((4-(X h^^;^x;i/)-l, 3-^T % /— ;i>-2— f )|/)75y) hf^U 



»J88a) -^#^4-^^ W K h°^U 5?>-l-#;i^>g| tert-7>;K3.0 g) 
£yo^k°;Ufc*>itX5P;K2.18 mL)^e»^»j46a) £|Wtfilf£ bT, SfS^#! 
(0.41 g)£f#fco 

NMR (CDCI3) 6: 1.37 (3H, t, J = 6.9), 1.46 (9H, s), 1.39-1.47 (2H, m), 
2.04-2.09 (2H, m), 2.96 (2H, m), 3.53 (1H, m), 4.00 (2H, brd, J = 12.0), 
4.35 (2H, q, J= 6.9), 5.22 (1H, d, J = 8.4), 7.41 (1H, s). 
97b) 2- ( (1- (3- ((6-^7 p u-2-j-7 ^)V) 7s)V^~)V) y d/W < )V)-\- tf U 5? 

x;w T$ y)-i, s-fj^-JN-*;^^!^ 

^»J97a) "ef#^b-ar#/ (0. 46 g) £3- ((6-^ n n-2-^7?-;W 7Jl^x;i/) ;/p 

a>k (0. 39 g ) fr*>$mMm) tmmiz ut, iste^t/ (o. 44 g ) zm&mfct 
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NMR (CDC 1 3 ) 6: 1. 29-1.50 (5fl, m), 2.05-2.20 (2H, m), 2.81-2.91 (2H, m), 
3.22 (1H, m), 3.53-3.58 (2H, m), 3.68 (1H, m), 3.81 (1H, d, J = 14.4), 
4.31-4.36 (3H, m), 5.17 (1H, d, J = 8. 1), 7.41 (1H, s), 7.59 (1H, dd, J 
= 2.1, 8.7), 7.88-7.96 (4H, m), 8.46 (1H, s). 

97c) (2Z) -2- ( (1- (3- ( (6-^ □ U-2-±7^)V) X)Vfr—)V) ~f n/\° J^)V)-\-\±^ 
U y-J0^5 /)-3-pWW2, 3-i^t Hn-1, 3-^7V-;M-A^t:>ixf 
H;Sg#|97b) 1?&1z4k'&m (0.44g) tB^it^MQ. 12mL) J&>6HJ60957b) tfSHi 
CLT, SSB-fb-&#)(0.21 g)£#fc„ 

NMR (CDC 1 3 ) <5: 1.35 (3H, t, J = 7.2), 1.47-1.81 (4H, m), 2.84-2.96 (2H, 
m), 3.08 (1H, m), 3.19-3.33 (2H, m), 3.54 (3H, s), 3.51-3.60 (2H, m), 3.77 
(1H, m), 3.97 (1H, m), 4.29 (2H, q, J = 7.2), 6.91 (1H, s), 7.59 (1H, dd, 
J = 1.8, 8.8), 7.90-8.01 (4H, m), 8.48 (1H, s). 

« 

mffiM 9 8' 

(2Z) -2- ( (1- (3- ( (6-^ P U-2-±7^)l) 7,)Vt$s- )V) P/V -f )V)-\-\Z^) ~J 
— )V)< 5 J )-N, 3, 4- h U *^JV-2, 3-v?b Hn-1, 3-f7^-JH-*J^U"5 



CONHMe 




98a) 4- ( (4-*^;u-5- (y ^vtDvn^ ;W -1 , 3-^T V— ;w-2— r ^)75 y) tf 

• ^MSSa)^*^-^^ W Hk°^U^>-l-*;^>m tert-y^;Kl.5 g) 
i2-^nD-N-y^;P-3-^V^>Ta F(1.0 g)^e»H»d46a) 

NMR (CDC1 3 ) <5: 1.39-1. 49 (2H, m), 1.46 (9H, s), 2.03-2.10 (2H, m), 2.49 
(3H, s), 2.81-2.95 (5H, m), 3.51 (1H, m), 4.03 (2H, brd, J = 12.8), 5.32 
(1H, d, J = 6. 6), 5.48 (1H, br). 

98b) 2- ( (1- (3-((6-^ D XJV^'M 7unj-1 )V)-\- 1:^ U ~J 
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MM&m&)Tl%rft4k&®(lA g) i:3-((6-^PD-2-^-7^;W7v;^-;i/)7 0 DA 0 

NMR (CDC 1 3 ) <5: 1.30-1.49 (2H, m), 2.01-2.19 (2H, m), 2.48 (3H, s), 2.77-2.94 
(3H, m), 2.93 (3H, d, J = 4.8), 3.19 (1H, t, J = 14.1), 3.52-3.61 (2H, m), 
3.69 (1H, m), 3.81 (1H, d, J = 14.1), 4.37 (1H, d, J = 14.1), 5.51 (1H, 
d, J = 7.2), 5.55 (1H, d, J = 4.8), 7.59 (1H, dd, J = 1.8, 7.8), 7.88-7.97 
(4H, m), 8.47 (1H, s) . 

98c) (2Z)-2-( (1- (3- ((6-^ P U-2-±y^)V) Xfrft-)l>) 7°0/VT ;W-l-h!^ 

u^;w-r^y)-N,3,4-hu^^;u-2,3-> ? fc: Kn-i,3-^xy-;u-5-#;^^ 

i#l98b) -entzik^m (0. 8g)i3 Oih^JV (0. 25 mL) £>H»!l57b) tmm 
IZVT, mtftk&m (0. 48 g)£#fc„ 

NMR (DMSO-d 6 ) 6: 1.18 (1H, m), 1.41 (1H, m), 1.58 (1H, m), 1.70 (1H, m), 

2.44 (3H, s), 2.63 (3H, d, J = 4. 5), 2.68-2.79 (2H, m), 2. 86-3.00 (2H, m), 

3.17 (1H, m), 3.21 (3H, s), 3. 59-3.73 (3H, m), 3.86 (1H, s, J = 13.0), 7.45 

(1H, m), 7.73 (1H, dd, J = 2. 2, 8.8), 7.98 (1H, m), 8.17 (1H, d, J = 8.8), 
8.24-8.32 (2H, m), 8.65 (1H, d, J = 1.5). 



19 9 

((2Z) -2- ( (1- (3- ( P 7°P/\° j -r ;w -1- tf < U 5 

-;W-Y$/)-3-^^;p-2,3->?t Fn-i,3-^Ti/-;w--r;W^^y-;i/ 



v 




Me 

N-W-CH2OH 



99a) 4- ( (4- ( (T-fe.^;!/^-^ -» * ^)V) -1 , 3-?7V-Jh2 — ( JW75;)^ U 

fffiMW'TXMt.t-ttVM Ht?^U^>-l-*;PaK>» tert-^;K7.2 g) 
tmm 3-^n^E-2-^V^Ph o ;K5.0g)^e»^MM46a) tl^ttfcUT, HfE-ffc 
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. £-«K3.5 g)£#fc. 
NMR (CDClj) 6: 1.39-1.48 (2H, m), 1.46 (9H, s), 2.05-2.11 (2H, m), 2.95 
(2H, t, J = 7.8), 3.53 (1H, m), 4.02 (2H, br), 4.95 (2H, s), 5.04 (1H, d, 
J = 5.2), 6.47 (1H, s). 

99b) 4-((4-(k 3-?7y-;M-<JW75 /) fcWJ z?>-l- 

mmm99&) -vntc^^} cu o g)t3 , xb^^;Ko.35 nDfrbrnMrnsib) tmm 

NMR (CDClj) <5 : 1.46 (9H, s), 1.50-1.61 (2H, m), 1.73-1.83 (2H, m), 2.91-3.05 
(3H, m), 3.32 (3H, s), 3.94 (2H, br), 4.39 (2H, d, J = 5.7), 5.82 (1H, s). 
99c) ((2Z)-2-((l-(3-((6-^PD-2-^-^^;WX;^-;0^DAV'f ;w-i-tf 
^ U &=:)V) <5 /)-3-^ 3M1/-2, 3-ykFn-l, 3-^Xl/-;W-4-f )V)*5> J- 
)V 

H»«99b) -entzik&m (0. 33 g) t3-((6-^ D D-2-t75 : JWX;i/*rjW 7°n 

/\°>^(o.27 g)^e>«^ii95c) iinmzvz, mmt^mio.n g>&&tz. 

NMR (CDCI3) 6: 1.46-1.88 (4H, m), 2.88 (2H, t, J = 6.9), 3.04 (1H, m), 
3.10-3.30 (2H, m), 3.32 (3H, s), 3.55 (2H, t, J = 6. 9), 3.76 (1H, m), 4.05 
(1H, m), 4.40 (2H, s), 5.83 (1H, s), 7.58 (1H, dd, J = 1.8, 8.4), 7.89-7.96 
(4H, m), 8.47 (1H, ,s) . 



MM 10 0 

N- ( (1 - (3- ( (6-^ p u-2-j- y^)V) 7.)V^—)V) ^D/W -f )V> -1- tf ^ U z?=-)\<) 
* f-JD -N- ( (2Z) -3-^ 3^-1 , Z-^7V-)V-l (3H) U 5 s » 75> 




100a) 4-((^C7i/-r^-H)^^;u) tf^U^>-l-^7;i/#>^ ieri-Z?^)]/ 

4-(7s; *3=-;w \f.^)-j>-\-ts)v^ym tert-7*^;Kio g)£-fy^-->x 

^>W;K6. 3 mL)^ e»H»!l66a) tmWzVX. SfBYb^O. 0 g) 
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o 

NMR (CDC 1 3 ) 6: 1.07-1.23 (2H, m), 1.45 (9H, s), 1.65-1.89 (3H, m), 2.62-2.77 
(2H, m), 4.03-4.17 (2H, m), 6.03-6.18 (2H, br) . 

1 00b) 4- ( (1 , 3-5FT y-;i/-2-< J|/)75 7^ fcf ^ U >j 
tert-^;i/ 



i^l00a)Tf#feft:^(3. 0 g) WDD7th7^fh H (3. 3 mL, 40« 7 Jc^) 
^e>^»!)46a)<h|5|^^bT, MIB^%(1.4 g) £#fe 0 
NMR (CDC 1 3 ) 5: 1.12-1.27 (2H, m) 1.45 (9H, s), 1.73-1.86 (3H, m), 2.69 
(2H, m), 3.18 (2H, d, J = 6.6), 4.11 (2H, m), 5.73 (1H, br), 6.47 (1H, d, 
J = 3.6), 7.09 (1H, d, J = 3.6). 

iooc) N-((i-(3-((6-^DD-2-^^^;Wx;p*-;w^p/\v<;w-i-kr^u^ 

» 

»>I100b)Tf#fe^tl(1.26 g)t3-((HDn-2-7-7^)^jtoWyo 

A°>^o. 27 g)^e,^M46b) tmm\z it, mmt&wa. n g ) &#^ 0 

NMR (CDC1 3 ) 6: 1.05-1.23 (2H, m), 1.76-1.95 (3H, m), 2.51 (1H, m), 2.85 
(2H, m), 2.97 (1H, m), 3.19 (2H, d, J = 3.9), 3.54 (2H, m), 3.85 (1H, d 
J= 13.8), 4.51 (1H, d, J = 13.8), 5.44 (1H, br), 6.48 (1H, d, J = 3.6), 
7.09 (1H, d, J = 3.6), 7.59 (1H, dd, J = 1.8, 8.7), 7.88 (4H, m), 8.46 (1H, 
s) . , 

lOOd) N-((l-(3-((6-^Dn-2-^-^^;W7i;P7r<-;W^p/>?y^;i,)-i- t: ^ U , : 
-)V) * ^)V) -N- ( (2Z) -3-* , Z-9-TV~)V-2 (3H) U ^» T 

mm\ ooc) imttit^m (o.so g) £3^^=^(0.42 m^mmm^m tn 

IZVX, SfEft-g-^KO. 31 g)£#fc 8 
NMR (CDC 1 3) 6: 1.06-1.22 (2H, m), 1.73-1.82 (3H, *), 2.53 (1H, m), 2.82-2.96 
(4H, m), 3.02 (1H, m), 3.27 (3H, s), 3.49-3.62 (2H, m), 3.87 (1H, d, J = 
13.5), 4.47 (1H, d, J = 13.5), 5.85 (1H, d, J = 4.9), 6.48 (1H, d, J = 4. 9), 
7.59 (1H, dd, J = 1.9, 8.6), 7.89-8.01 (4H, m), 8.47 (1H, s). 



> 



mm ioi 
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6-^OD-N-(2-(4-(((2Z)-3-^^;i/-l,3-^T\/-;W2(3H)-< U^»T$/ . 
) -1- tT ^ U z/-)V) VI^)-2-t7^I/>XM>7Sl ? 

cTb w 

101a) 6-^7 □□-N-(2-^y-2- (4-(l, Z-^TV—)V-2-^ )V7 ^ /)-l-fc?^U S> 

^WJ88b) Tf»fc4-(1, 3-f7 N /-JI/-HJW7S 7 fcf^U S*>-1 >BS 
tert-^;K0.57 g) <hN-((6-^ UU-2-±y^)V)7s)VT^=L)V) W ~»(0. 6 g) 

e>*»J46b) t LT, SIB-ffc^ (0. 7 g) 

NMR (CDClj) (5: 1.14-1.42 (2H, m), 1.78-1.96 (2H, m), 2.75 (1H, t, J = 11.0), 
3.00-3.12 (2H, m), 3.62-4.01 (4H, m), 6.59 (1H, d, J = 3.6), 6.98 (1H, d, 
J = 3.6), 7.53 (1H, d, J = 7.0), 7.68 (1H, dd, J = 2.2, 7.0), 7.86-7.94 
(2H, m), 8.10 -8.23 (2H, m), 8.49 (1H, s). 

101b) 6- £7 n P-N- (2- (4- ( ( (2 Z) -3- * 1 , 3-^T V—)V-2 (3H) -< Ur»7 

§flk#yi01a) T#fcfb^ (0. 7 g) £ 3 *>fls*^v)KO. 19 mL) £>£SiS0!l57b) 
ilbT, HHB-fH^CO. 29 g)£#fc 

NMR (DMSO-d 6 ) <5: 1< 20 (1H, m), 1.39 (1H, m), 1.55-1.72 (2H, m), 2.80-2.92 
(2H, m), 3.13 (1H, m), 3.13 (3H, s), 3.61 (1H, m), 3. 78-3.90 (3H, m), 6.18 
(1H, br), 6. 91 (1H, br), 7.68 (1H, dd, J = 2. 2, 8.8), 7.84 (1H, t, J = 5. 6), 
7.92 (1H, dd, J = 1.9, 8.8), 8.10 (1H, d, J = 8.0), 8.17-8.24 (2H, m), 8.49 
(1H, s). 



MM 10 2 

2- ( ( (6-^ n n-2-^- y^j V) tju* - ;w (2- (4- ( ( (2Z) -3-^ ?-)\,-\ , 3-^7 y— )V 

-2(3H)-f 'J r»75 / )-l-tf^'J y' JW-2-t+yx?;W 7$ 7) 7t h75 
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CH 2 CONH 2 >^ 



102a) 2-(((6-^DD-2-^-^^;i/)X;i/*n;P) (2-^V-2-(4-(l,3-5 : -Tl/-;P 
-2— T 5 7 ) -1 - hf ^ U ;W x^;i/) 7$y)7-fe h7"5 F 
Sli&#)88b) -e#fc4- (1, T l/— ;MM* JV)7S.J tf ^ U >-l >^ 
t er t-y^;i/ (0. 57 g) £N- (2-75 7 -2-^^V X^;i/) -N- ( (6-# D n-2-± 7 3^1/ 
)7;Jl/*x;!/)^U->>(0.71 g);fr£^0iJ46b) £R|«|fc:Ux\ 1115^^(0.62 
g) £#fc„ 

NMR (CDClj) 6: 1.21-1.42 (2H, m), 1.89-2.05 (2H, m), 2.86 (1H, m), 3.16 
(1H, m), 3.72-3.82 (4H, m), 4.10 (1H, m), 4.36 (1H, d, J = 2. 8), 6.61 (1H, 
d, J = 3.6), 7.00 (1H, d, J = 3.6), 7.16 (1H, br), 7.58 (1H, s, J = 6.8), 
7.70 (1H, dd, J = 1.8, 8.8), 7.93 (1H, dd, J = 1.8, 8.8), 8.02 (1H, br), 
8.10 (1H, d, J = 8. 8), 8.20-8.25 (2H, m), 8.55 (1H, s). 
102b) 2-(((6-i? Dn-Z-t^^JWX^-JW (2-(4-(((2Z)-3-*3Ml/-l, 3-^T 

v—)v-z (3H) — r u 5 s » y s j ) -i- tr^ u s?=;w -2-=r* v x^;w 7 = ;)7t 

h75 H 

#g09lO2a)T#fcfb-£-#l(O.62 g) £ 3 Oit^^JKO. 15 mL)#>S>H«J57b) 
IT, jBNBfc&K (0. 27 g) £f#fc 0 

* 

NMR (DMS0-d 6 ) 6: 1.28-1.58 (2H, m), 1.68-1.84 (2H, m), 2.93-3.08 (2H, m), 
3.15-3.30 (4H, m), 3.30 (3H, s), 3.75 (1H, m), 3.83 (2H, s), 4.03 (1H,. m) , 
4.36 (2H, s), 7.14 (1H, s), 7.70 (1H, dd, J = 2.0, 9.0), 7.94 (1H, dd, J 
= 1.9, 8.8), 8.11 (1H, d, J = 8. 8), 8.19-8.27 (2H, m)., 8.56 (1H, s). 



10 3 

l-(3-((5-^ DD-1H > H— )V-2-^)V)7,)V^=-)V) :/n/W-f ;^)-N-((2Z)-3- 
;* ^)l>-\ , 3-^7 V—)V-l (3H) — f U -4- fcf^U y>75. > 2 
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c, w-n ° <r» 

H 6'b >— / 

1 03a) 5-^7 o n-2- ( (3-^+ V-3- (4- (1 , 3-?7 v /-JH-'f 5 /) -1- tf U 

«#l88b) T=f#fe4- (1 , 3-^7 ;p-2~f )V7 ^ / ) fcWJ S^>-l-*;i/ai? >^ 
t er (0. 57 g) 1 3- ( (1-ter t-y' h *ris% )V#~)V) U O-IH— T >F— 

(0. 64 g) £#fc 0 

NMR (CDC 1 3 ) <5: 1.39-1. 64 (2H, m), 1.74 (9H, s), 2.03-2.20 (2H, m), 2.90-3.03 
(3H, m), 3.25 (1H, m), 3.62 (1H, m), 3.84 (1H, d, J = 14. 2) , 3.95-4.10 (2H, 
m), 4.29 (1H. d. J = 14.2), 6.49 (1H, d, J = 3.6), 7.08 (1H, d, J = 3.6), 
7.37-7.52 (2H, m), 7.66 (1H, m), 8.00 (1H, d, J = 8.8). 
103b) 5-^PP-2-((3-(4-(((2Z)-3-^5 L ;U-l,3-5 L Tl/— ;P-2(3H)-T U^»7 

m&Ml 03a) T#fc'fb£1& (0.64 g)<h3^"fb*3MM0. 14 mL)^£lU£#|57b) 
iUtT, ®IEYb^ (0. 32 g)£#fco 

NMR (CDC 1 3 ) 6: 1.4J5-1.64 (2H, m), 1.64 (9H, s), 1.75-1.87 (2H, m), 2.90 
(2H, t, J = 6.6), 2.99 (1H, m), 3.04-3.31 (2H, m), 3.25 (3H, s), 3.68 (2H, 
t, J = 6. 6), 3.78 (1H, m), 4.08 (1H, m), 5.84 (1H, d, J = 4.8), 6.45.(1H, 

d, J = 4.8), 7.13 (1H, s), 7.31 (1H, dd, J = 1.8, 8.7), 7.40 (1H, d, J = 
8.7), 7.68 (1H, d, J = 1.8). 

103c) l-(3-((5-^DO-lH— T>K— JI/-2-fJWXM-;W^O/V'f;i' 

) -N- ( (2 Z) -3- 7 1 , 3-^ 7 "J-)V-2 (3H) — T V =f » -4- \± ^ U V > T 5 > 2 M. 

mm. 

^»!]io3b)-e#^<b-&#;(o.32 g)^^^»j52b) tmmzvx, mmt^ 

(0. 30 g) £#£io 

NMR (DMS0-d 6 ) ■ <5 : 1.48 (1H, m), 1.69 (1H, m), 1.86-2.01 (2H, m), 2.63 (1H, 



WO 2005/030740 PCT/JP2004/014685 

164 

m), 2.68-2.82 (2H, m), 3.12 (1H, m), 3.40-3.50 (1H, m), 3.67 (5H, s), 3.87 
(1H, d, J = 13.5), 4.25 (1H, d, J = 13.5), 7.10-7.18 (2H, m), 7.34 (1H, 
dd, J = 2.1, 8.6), 7.48-7.61 (2H, m), 7.80-7.91 (1H, m), 9.70 (1H, d, J 
= 7.7), 12.63 (1H, s). 



'MM 10 4 

N- ( (2Z) -5- ( (4- (3- ( (6-^7 D P-2-^- 7 TJl/tfc =. )V) 7 □ n J < )V) -1- tf ^ 7 
;*5MV)-3, 4-^^^;P-l, 3-^Tl/-;P-2 (3HW U t»-N-^?JI,75 

> 




104a) N- ((2Z) -3, 4-^5^-1, 3-5^Tl/-;i-2(3HW U ^»-K-*?-)l7 =l > 
*«J85a)-e#fe^^;i/(4-^5 i ;i/-l,3-5 1 Ty— ;i^-2--f;WT$>(8.0 g)i3 
^{b^^;K7. 8mL)^S^»!l57b) <h|W]^^LT, jglBft£«2. 8 g) 

NMR (CDC 1 3 ) 6: 2.08 (3H, s), 2.99 (3H, s), 3.23 (3H, s), 5.53 (1H, s). 
104b) (2Z)-3, 4-v?^;W2-(^;H* 5 y)-2, 3-^h HD-1, 3-^T^/-;i/-5- 

^»!ll04a) T%tzit^m (1 . 0 g) tME (1 . 0 mL) j&* £HSi0i|67a) £ USSfc LT, 
fm&m (0. 76 g) 

NMR (CDCI3) a: 2.49 (3H, s), 3.06 (3H, s), 3.38 (3H, s), 9.71 (1H, s). 

1 04c) n- ( (2 z) -5- ( (4- (3- ( (6-^ p d-2-^ 7 - ;W / W -f ;i/) -1 - 

tf ^^;P)-3, 4->?*5F;P-l, 3-^Ty-^-2(3H)--r U ^»-N-*5P 

§£»J104b)T#fc-ffcl^#K0. 34 g) <h^»j3a)Tl#fcl-(3-((6-^7 p D -2-t7^ 

;w x;i/^-;p) ^D/v-r;w tf^^^xo. 73 g) ©1, 2-5?^ odi^ >aufc(io 

mL) (31^(0. 14 mL) t b U T"fe h^S^jc^b^g^- V U ^ A (0. 64 g) £JD;l, 
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Efl^fcKO. 76 g)£#fc 0 
NMR (CDClj) (5: 2.04 (3H, s), 2.36 (2H, t, J = 5.0), 2.44 (2H, t, J = 5.0), 

2.87 (2H, dd, J = 7. 0, 8.0), 3.00 (3H, s), 3.25 (3H, s), 3.35 (2H, s), 3.46 

(2H, t, J = 5.0), 3.50-3.60 (4H, m), 7.60 (1H, dd, J = 1.8, 8.8), 7.92-7.98 
(4H, m), 8.48 (1H, s) . 



MM 10 5 

2- ( (4- (3- ( (6-£ D D 7 J-)V) ^)V^~)V) 7°U/-% J -f )V) -1 - tf^ 7 ~ )V) 




105a) JH, 6->?b HD^f$^/[2, 1-b] [lj]^/^ 

h>(25.0 g) tlf l/>^i^(12. 4 g)^£>lHW!|46a) tl^figfcl, 
T, Hl&fb^»(15.0 g)£#fc 0 

NMR (CDC 1 3 ) 6: 2.11 (3H, s), 4.27-4.38 (4H, m), 6.55 (1H, s). 

i05b) 3-*^;i/-5, Fn-r a^/[2, i-b] [l.si^Tr/— ;W2-*;p/x;P7*t 



d&#J105a) "£%1tft&m<\. 0 g) £DMF(1. 0 mL)^Sg|»!j67a) tl^^LT, S 

NMR (CDC 1 3 ) 6 : 2.40 (3H, s), 3.90 (2H, dd, J = 8.0, 9.6), 4.35 (2H, dd, 
J = 8. 0, 9. 6), 9. 57 (1H 5 s). 

105c) 2- ( (4- (3- ( (6- >7 □ D -2-j- 7 =?)V) 7JM> ~ )V) 7° U n J -f )V) -1 - tf 1 5 5? 

-;w*^;w-3-*^;t--5,6->*t: hd'-ts^/b. i-w [i,3]'^tv— ;u 

|&&£0!llO5b) (0. 34 g) ^ 6>§H;»|104c) £EM£fc LT, jSIEffc^ 

(0. 34 g) 

NMR (CDC1 3 ) 6: 2.07 (3H, s), 2.33-2.49 (4H, m), 2.80-2. 94 (2H, m), 3.33 
(2H, s), 3.43-3.59 (6H, m), 4.04 (2H, t, J = 9.4), 4.30 (2H, t, J = 9.4), 
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7.60 (1H, dd, J = 1.8, 8:8), 7.88-7.98 (4H, m), 8.47 (1H, s). 



MM 10 6 

2- ( (4- (3- ( (6-£ P D -2-j- 7 ^-)V) Z.)VTb ~)V) 7°U /t J <i )V) -1- fcf ^ =y i?~ )V) 
* J-M -3-* ^)V-S, 1—J t F P -5H- [1, 3] J-~7 s Ju [3, 2-a] fcf U 

CI 




> T > 



106a) 3-^3MU-6, 7-v^h HP-5H-[1, 3]^TVd [3, 2-a] fcf U : 
yu=ET-t h>(25.0 g) 1 fcf \s>ttmm (15.0 g) & ^SlB^g46a) i imfli 
UX> Sl&fb"&4&(17.9 g)£#fco 

NMR (CDCI3) 6: 1.84 : 1.96 (2H, m), 1.99 (3H, s), 3.45 (2H, t, J = 5.8), 
3.66 (2H, t, J = 5. 8), 5.33 (1H, m). 

106b) 3-^5MP-6, 7-S^t H D-5H-[1, 3] f^TVo [3, 2-a] fcf U 5 $?>-2-*;Wt;i/ 

^MMl06a)-e#^b^(7. Og) tDMF(7.0mL)^e,|ISS^l67a)i:|Rl^{'LT, J3 
BBte"&<KK5. 84 g)£#£: 0 

NMR (CDC1 3 ) 6: 1.98 (2H, dt, J = 5. 6, 6.0), 2.37 (3H, s), 3.53 (2H, t, 
J = 5.6), 3.78 (2H,, t, J = 6.0), 9.71 (1H, s) . 

106c) 2- ( (4- (3- ( (6-i7 D D-2-± y J-)V) vUI/t}n ~ ;i/) 7°un J •< )V)-\- fcf ^ 9 v> 
— ;W j*3\n/)-3-j*3\H/-6, 7->?fc: FD-5H-[1, 3]?77d [3, 2-a] fcf U 5 

i^ji 06b) Ttffcfb^ (0. 55 g) <z>mmmo4c) t fflwuz ut, mm\&m 

(0.51 g)£f&£. 

NMR (CDClj) <5: 2.05 (3H, s), 2.35 (2H, t, J = 5. 1), 2.44 (2H, t, J = 5.1), 
2.85 (2H, t, J = 8. 1), 3.34 (2H, s), 3.44 (2H, t, J = 5.1), 3.49-3.58 (8H, 
m), 3.77 (2H, t, J. = 5.1), 7.59 (1H, dd, J = 2. 1, 8.7), 7.88-7.96 (4H, m), 
8.46 (1H, s). 



Ml 0 7 
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N- ( (2Z) -5- ( (4- (3- ( (5-# □ n-iH-<> K— ;i/-2~< ;]/) y n/\° / ;u 

) -1- 1: ^ ^ * -3, 4-5?* ^)V-\ , (3H) » -N- 



Me 

I 




107a) 4-(((2Z)-3, 4-zS*^)l-2-(*^JW $ /)-2, 3-5?fc FD-1, Z-^T^-)V 

-5— r ;w ^ 5=-;w -i - tf ^ 5? >^ t er t-y^ ;i/ 

^»J104b) (2Z)-3, 4-^^^;i/-2-(^^;W $/)-2, 3-5? k Ho-1, 3-^ 
7 > /-Jl/-5-*Jl,/\ t ^Th FC0.41 g)£k?^5?>-l-#;MK>M tert-^5P;i/ 
(0. 45 g)^e>^»!ll04c) ilWI^^LT, HfBfc'gi&KO. 64 g) LTf# 

NMR (CDC1 3 ) 6: 1.46 (9H, s), 2.04 (3H, s), 2.39 (4H, t, J .= 5.1), 2.99 
(3H, s), 3.24 (3H, s), 3.35 (2H, s), 3.43 (4H, t, J = 5. 1). 

107b) 5-^nP-2-((3-(4-(((2Z)-3,4-5?^^-2-(^^;P^5y)-2,3-5^t K 
O-l ,. 3-5PT ^-;i/-5-< )V) * ^)V) -X-M^V-M -3-^"+ vrfu M)V) XJU* 

mmmioic) -^md^m (o. 34 g ) t 3- ( a-t er x-y v * m -5-2 a o 

-1H— r > H-;i/-2--r;wx;i/7^-;uyn/\°>^(o. 39 g)^e,^M46b) trains 

bT, MfB-fb"&#»(0.40 g)^#fe 0 

NMR (CDCg 6: 1.73 (9H, s), 2.05 (3H, s), 2.32 -2.46 (4H, m), 2.91 (2H, 
t, J = 7.6), 3.00 (3H, s), 3.24 (3H, s), 3.35 (2H, s), 3.44-3.58 (4H, m) , 
4.04 (2H, t, J = 7.6), 7.44 (1H, dd, J = 2. 2, 9.0), 7.51 (1H, s), 7.65 (1H, 
d, J = 2.2), 8.00 (1H, d, J = 9.0). 

107c) N-((2Z)-5-(.(4-(3-((5-^OD-lH-f > K— iW^XM^W^OA 1 

■ 

» -N- * ^-ji 7 s. > 2mmm. 

*»<ll07a)T#^b^(0.40g)^e>»^l7b) tmmiZVT, SsS-fk^#?(0. 38 
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g) 

NMR (DMSO-dj) 6: 2.34 (3H, s), 2.77-2.92 (4H, m), 2.97-3.13 (5H, m), 

3.32-3.69 (6H, m), 4.04 (1H, m), 4.30 (1H, m), 4.47 (2H, s), 7.16 (1H, s), 
7.35 (1H, dd, J = 2. 1, 8.6), 7.51-7.66 (2H, m), 7.81 (1H, s), 10.57 (1H, 
br), 12.67 (1H, br). 




■MM 10 8 

4- (3- ( (6-^7 D U-2-y- 7 ^~)V) XJlft—) V) 7° U / W -f )V) -N- ( (2Z) -3-^ ^ )V 
- 1 , 3-^ 7 y '—)V-2 (3H) —f U » - 1 - tf ^ ^ V > T ^ > 

. />-N. 
N-N Me 

108a) 4-^^I/-T Fhi°^^>?>-l-^;^>^ tert-:7^;i> 

4-T5 7 tf^s^^>-l-^;^>m tert-^;KW0 0214271: 2.0 g)MV^t 

7 >m^ >*M)ia. 34 mo & % mM®m a) i: mm \z v x, mmtsm (2 . 34 g) . 

NMR (CDCI3) 6: 1.46 (9H, s), 2.56 (2H, m), 2.99 (4H, m), 4.08 (2H, br), 
6.41 (1H, br), 7.03 (1H, Br), 7.32 (1H, s). 

108b) 4-(l,3-^Tl/"-;P-2-f;W7'5/ ¥^*J>-\-f))Vtf>n iexi-^)V 
^ffimi 08a) Xmcit^m (2. 3 g) t 7 D u 7*. h 7)V^\i F (2. 2 mL, 40%7kmWd 

& e>^»j46a) tmmz lt> mmt^ (1. 83 g) £#fc 0 

NMR (CDC 1 3 ) 6: 1.47 (9H, s), 2.83 (4H, br), 3.55 (4H, br), 6.61 (1H, d, 
J = 3.6), 7.15 (1H, d, J = 3.6). 

1 08c) 4- (3- ( (6-7 D □ -2-± 7 ^)V) 7 )^ ~ ) V) 7°un 7 -f )V) -N- (1 , 3-5^ 7 \ / 
—)\>-2—()V) tf^7v?>-l-T5 > 

mmm 1 osw Tr#fcfc-&#i (i .83 g) t 3- ( (6-^ □ n-2-7- tju* - ;w y p 

/\°>m(1.92 g)^e.^WJ46b)«i:TO}CbT, MfS^^(2. 42 g)£#fc„ 

NMR (CDC 1 3 ) 6: 2.80-2.92 (6H, m), 3.53-3.67 (6H, m), 6.18 (1H, br), 6.63 

(1H, d, J = 3. 6), 7.16 (1H, d, J = 3. 6), 7.59 (1H, dd, J = 2. 1, 9.0), 7.88-7.96 
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. (4H, m), 8.47 (1H, s). 

I08d) 4- (3- ( (6-7 d n-2-i-y^jU) x)V-fc-)i) y°un j <i )V) -n- ( (2Z) -3-y 5F- 

. ;i/-l,3-^T N /— ;i/-2(3H)-- T U^»-l-h°^^>?>T5> 

i^J108c)T#fe^#j(0. 50 g) ia^lk^^KO. 10 mL)^e,HJS^J57b) £|pI 
lCL<T, JTC<fb-&^(0.42 g)£#fc o 

NMR (CDC 1 3 ) 6: 2.68-2. 74 (4H, m), 2.86-2.91 (2H, m), 3.28 (3H, s), 3.50-3.59 
(6H, m), 5.88 (1H, d, J = 4.5), 6.41 (1H, d, J = 4. 5) , 7.59 (1H, dd, J = 
1.5, 7.8), 7.90-7.97 (4H, m), 8.48 (1H, s). 




-Mm 10 9 

2- ( (2Z) -2- ( (4- (3- ( (6-7 P □ 7 ^)V) 7 )\>i£ ~ )V> 7°U AV < ; V) -1 - tf ^ 
-J- )V) -f 5 / ) -1 , (2H) H" M y -)V 

N-N CH 2 CH 2 OH 

;WJi08c) T#fe4- (3- ( (6-^ p p-2-^-7^;W X;p^n;w ^p av -f ;]/ 

)-N-(l,3-^Tl/— ;P-2--f M tX7^>-l-75>(0.50 g) £2-3- Fl^ / — 
;K0. 28 mL)^S^^J57b)<h|pl^tLT, Sf2Yb^(0. 28 g)£#fc„ 
NMR (CDC 1 3 ) <5: 2. 7<0 (4H, m), 2.87 (2H, t, J = 8.2), 3.52-3.60 (6H, m), ■ 
3.88 (4H, s), 5.92 (1H, d, J = 4.4), 6.43 (1H, d, J = 4.4), 7.59 (1H, dd, 
J = 1.8, 8. 8), 7.93-7. 97 (4H, m), 8.48 (1H, s). 



1 0 

2- ( (2Z) -2- ( (4- (3- ( (6-^ P P -2-± 7 ^)V) 7 lift-) V) 7° P / W -f ; W - 1 - 1: ^ 7 
z?-)V) $ y ) -1 , 3-^X^7-^-3 (2H) -<JW7th75F 

/>-N 




N-N CH 2 CONH 2 

Ml08c) -e#fe4- (3- ((6-7 P U-l-i~7^)V)7)V^~)V) 7°un7-i)V 
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)-N-(l, Z-^TV-fr-l-^ )V) t!^7^>-l-75>(0. 50 g) £2-3- FX-fc F 7 

$ f (o. 30 g) frt>&tmm) t mm\z lt, mm^m co. 25 g > 

NMR (CDC1 3 ) 6: 2.66-2.76 (4H, m), 2.87 (2H, t, J = 7.8), 3.53-3.58 (6H, 
m), 4.30 (2H, s), 5.36 (1H, br), 5.98 (1H, d, J = 5.1), 6.52 (1H, d, J = 
5.1), 6.95 (1H, br), 7.58 (1H, dd, J = 2.1, 7.8), 7.89-7.96 (4H, m), 8.46 
(1H, s). 

MMM 111 

(3Z) -7- (l - (3- ( (6-^ d 7s x )V) -fun j -f M -l - tf^ u 5?x 

M -3- $7)-6, 7-5? t H n [1 , 3] ^PX Vu [3, 4-a] If ^ 5?>-8 (5H) -?t> 



nia) 2- 5^;i/T $ 7 ) -l , 3-5^t ;u-4-^;p# >^x^;i/ 

-7*u=e tf;utf >mx^;Kio g) tN-^^^^^Biug^ea) t^§t:LT, 

HfB-ffc-g^ (6. 42 g) £$df&0#:«t LT#fc„ 

NMR (CDC1 3 ) 6: 1.37 (3H, t, J = 7.1), 3.01 (3H, d, J = 4.9), 4.35 (2H, 



Q, J = 7. 1) , 6.48 (1H, br), 7.40 (1H, s). 

111b) 4- ( (2- k F P =^>-X5M V) ((2-U5 1 ^7$y)-l ) Z-^7V—)V-A-^ )V) fj 

$mm\ 1 1 a) -cnrcfc&w a. oo g) ©x^ j -)imm d o mD iz 1 ^mit-r f u *y 

A7K«(10mL)*n^., 24B#ffi^#^gif^o M^^^TTOb, MLfe 0 Jig 
g#j£T-k Fx F U;MlOmL) fctt/i,»U WSC(1.45 g) £H0Bt(l. 16 g) ^U^fco 
£0»fc4-((2-t KD+yxfJl/)7$y) b°^U5?>-l-^;i/^>m tert-^ 
;K1.24 g), N- F U ^^;i/->U;i/T-fe FT5 F (2. 65 g)*5£tf FUX^;PTS> 
(1.40 mL)cDT-feFxFU;i/^(10 mD^in^ 24fl#P^^*i-tffc 0 RfomttM 

SIE^-g^ (0. 66 g) »fi@#ibT#fc„ 

NMR (CDC 1 3 ) 6: 1.46 (9H, s), 1. 72-1.90 (4H, m), 2.74 (2H, br), 3.99 (3H, 
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d, J = 5.2), 3.60 (2H, m), 3.78 (2H, m), 4.18-4.24 (3H, m). 

111c) 4-((3Z)-3-(^^;i/-f $ 7)-8-^V-5, Ho [1, 3]5PTVp [3, 4-a] 

h°U^>-7(8H)-<;W ¥^VzS>-l-%)ltf>m. teit-zT^Jl 

^Miiib)T#/Hb^#Ko.80 g) £2,6-;i^^>(o. 54 mL)<D¥t7un*?>m 

?^(20mL) ^-40 t CThU 7;^P^^>7,;1/*>MtK^(0. 38 mL) £tJP;lfc 0 M 
Jfo^Sr 1 RmWT^£Tr#^ UMJM£ ^ P P *;PA <h^fq«W7j<^^iA 

msm**/ u 7 &-cmm VTmm^mit^m co. 34 g ) 

NMR (CDCI3) 6: 1.47 (9H. s), 1.55-1.70 (4H, m), 2.76-2.89 (2H, m), 3.01 
(3H, s), 3.49 (2H, t, J = 5.2), 3.84 (2H, t, J = 5.2), 4.24 (1H, d, J = 
12.2), 4.71 (1H, m), 6.91 (1H, s). 

« 

1 1 1 d) (3Z) -7- (1- (3- ( (6-^ D □ -2-j- 7 =?)V) X )V^~)V) -fun J -f )V) -1- fc? ^ 

u ;w -3- ^;i/-r 5 y ) -6, 7->> t h p n , 3] v □ [3, 4- a ] t° ^ ^ > 

-8 (5H) > 

mmmmc)7?ntclk&m(o. 34 g) £3- ((6-^ DD-2-t7f;i/)7)i/*-jw ^p 

A>^e»M46b) tlWia^Li:, MIB|b^(0.34g) £^H#<hLT#£io 
NMR (CDCI3) 6: 1.51-1.83 (4H, m), 2.62 (1H, t, J = 11.7), 2.80-2.95 (2H, 
m), 3.00 (3H, s), 3.48 (1H, t, J = 11.7), 3.43-3.48 (2H, m), 3.50-3.63 (2H, 
m), 3.81-3.83 (2H, m), 3.96 (1H, d, J = 14.1), 4.68 (1H, d, J = 14.1), 4.80 
(1H, m), -6.91 (1H, s), 7.60 (1H, dd, J = 1.8, .8.7), 7.88-7.95 (4H, m), 8.47 

Oh, s). 

3iffiM 112 

(2S) -3- ( (6-^7 P U-2-±?^)l>) X)l>& - )V) -1- (4- ( ( (2Z) -3-* ^)V-2- )V 

-f 5/)-2, s-s?k h p-i, 3-^T V;W4— r;w ^^;w-i-tf^^>?-;0-i-^-^- 

V7°PA>-2-^--;i/ 
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112a) (2S)-Z-[(6-#nuj-7?U>-2-<1M3-*']-2-t. Hn^->^Dtf^-> 

THF (25 mL) ^CifcTTjSf T V fro £ ©ftt^-^ DDt7^|/ >-2-^^-— ;P (5 . 0 
g)©THF(50mL)^^0 0 CT^Tb, MT?305MW^#jHffc e £©#8!M2R)- 
^>'7>-2-*;i/^>^^;K2. 3 mL) £>THF(15 nDJStt&JSnFU 

^;kioo nDT^bWbfc. i*ffitt*«ifnidft7KTtte?#-> iMtT^^^At 

ffifc&m (5.9 g, 77» £ bT#7Co 

NMR (CDC 1 3) 6 : 3. 12 (1H, d, J = 6.0), 3.35 (1H, dd, J = 14.1, 5.7), 3.48 
(1H, dd, J = 14.1, 4.2), 3.58 (3H. s), 4.43-4.48 (1H, m), 7.39-7.43 (1H, 
m), 7.49-7.52 (1H, m), 7. 66-7.69 (2H, m), 7.76-7.77 (1H, m), 7.83-7.84 (1H, 
m) . 

112b) (2S)-3-[(6-^DO^-7^1/>-2— r;i/)5 L ^-]-2-k FP^5>7°ntf^->^ 
Mt&Ml 1 2a) T# 6> tlfz (2S) -3- [ (6-^ p D ^- 7 $ V >-2~-f ;W 5=-^-] -2- 1 H D ^ 
5s~?U\djr>m*?-)\,<SA g)<DJl$> J— ;K150 mOtf/W^^N zKBt-fb^" h U 
«^AzK»a!(6.8inL)*iD^ &*fiT3l$Mj&^ii1f;fc. X£V— ;H£«BES5SLfc 

«5bfc^ ttRftSaiKLT, HI 5^^(5.0 g, 97X)&afiH#£UT*&. 
NMR (CD3OD) 5 : 3.27 (1H, dd, J = 14.1, 6.9), 3.51 (1H, dd, J = 14.1, 4.2), 
4.33 (1H, dd, J = 6. 9, 4.2), 7.40-7.43 (1H, m), 7.51-7.54 (1H, m), 7.71-7.77 
(2H, m), 7.82 (1H, s), 7.86 (1H, s). 

1 1 2c) (2S) -3- ( (6-^7 n u-i-i-y^M x;i^x;»-i-(4- ( ( (2z) -3-;>wu-2- ( 

jww 5 /)-2, t Hn-i, 3-^Ti/;i/-4— r;w *3\>w-i-tf^^x;i, 
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(2S) -3- ( (6-^7 p □ 7 $ V >-%-< r M 7s)Vfc—)V) -2- 1 Ho + y^o/t >m 

(0.32 g), N-((2z)-3-^.^;i'-4-(-i-tf^^> ? -;p^^;w-i,3-^7v r -;i' 

-2(3H)— T U^»^^>T5>3^m^(0.51 g), H0Bt(0.20 g)&i;££MJ X9=- 
^75X0. 6.3 mL) <Z)DMF(5 mL) tt^^WSC(0. 21 g) £in7L, ^iST^^^ 

sir fee KjHR£}&BE»igu nmm^mmti u ^atk^tt;u* u &Kbfc 

NMR (CDClj) 6: 2.42-2.55 (4H, m), 3.01 (3H, s), 3.28 (2H, s), 3.31-3.43 
(5H, m), 3.47-3. 76 (4H, m), 4.97-5.03 (1H, m), 5.77 (1H, s), 7.59 (1H, dd, 
J = 2. 0, 9.0), 7.93-7.97 (4H, m), 8.50 (1H, s). 

mmm 1 

to # © J; 5 fcmjj TMiaT set a*T # § o 

i. x-jwm 

* 

(2) ^ 1 — x 2 1 Omg 

(3) IWMi-fe^n— X 2 7mg 

(4) XT7U>i-7^y-)A 3mg 

ltiy°-^)V 3 6 Omg 

(i) , (2) t (3) *«fctx (4) <d i / 2 zmaistcWi, mmztz. 



2. 
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( 1 ) mmm 8 3 t# e> nfcfc-^ 1 2 o m g 

(2) I — x • 2 1 Omg 

(3) IRttftir^n— ^ 2 7mg 

(4) 7f7U>^-?^m 3mg 

3 6 Omg 

(i) , (2) <h (3) &«J:tf (4) ©i/2^sfnufcn, mmtTz, z\n 



3. «39 

( 1 ) i 2 -e#^n^b^#i 1 2 0 mg 

(2) ^ h-X 1 7 4mg 

(3) rJ->X*-5P, 5 4mg 

(4) tfcKf||-fe;i/n— X 1 0; 5mg 

(5) 7t7'J>IS[Y^>^ 1. 5mg 

3 6 Omg 

1 

(1) , (2K (3) , (4) <D2/3&£& (5) 0 1/2€ffiftb)l!ta, 

i^b-T^c »D©(4) #«ktf (5) snoiBfetcjnATteSiJfciJinjEE^-rs. 



4. «$i , 

( 1 ) mmm 8 3 -c&ztutfc&b 1 2 0 m g 

(2) =y>7 1 — X l 7 4mg 

(3) 3->X^— 5=- 5 4mg 

(4) MsWD-X 10. 5mg 

(5) ^r7»J>i7^^A 1. 5mg 



3 6 Omg 

(1) , (2), (3) , (4) <02/Z&&J$ (5) <D 1 / 2 &ma\stt& 



Mm 2 
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(1) t hffittlMlilXSf (FX a) BBSffUB 

0. 0 5MHJ7M*t (pH8. 3) 2 2 5 /il, Wft (Umt^t 
z?*^)V7s)V7*3r^V\Z.mm 5{i l^thFXa (0. 3un i t /mL) 1 
0 a 1 £iD*LT 3 7 X:T*m 1 0 ^^^-frfe^ Sff ( 3 mM, S - 2 7 6 5 
) 1 0 ul 1 ^JinbT3 7 t CTl 0^>E^$i^7cc #C^T, 5 0%MzK2 5 

i 

£$J5£U FXafl2ffl£5 0%Tfi§-r&igS (I C 50 ) SItilUfe, 

(2) In vitroM@R#p B mtfe 

( 2 - 1 ) w-m&mmmm (pt) : 

PTk^ (D1AGN0STICA STAGO) ^WlSk^mM^mMM^M (STA compact, 

DIAGNOSTICA STAGO) Clck OfJj^bfc. fc ME3f iftUSt (ffPt: hlfoJtFFP, SfeMb 
#13!) 97 m U'li^3 M £^*n U 37rT4#f B ^lI;&ntSb7co ±fEM50^1 

K*fU ^it«*»^hn>#^°^7.^>^^l00Ml»b^, 3Ha£ 

T(DBtF B 1*atebfe 0 ^te^^^PT.^^vH (DMSO) fc^PLT^ffl Lfco 
(2-2) ^S^MHNfPbI (APTT) SiJ^r 

STA-APTT-LT (DIAGNOSTICA STAGO) £JBV\ gftlftl^S^F^iJ^a^i; D 
« Vfro t MEHr«97 m 1 tzmm* ix 1 l^c «50 u 1 fC*f US&gfcfr 

ho>^7°^7>^>^^50Ml»L^ Syt^FlflWlfc. 25 mmol/1 
©CaCl 2 «50/il^mJlOUT, ^@ST©B#F^^aiJ^bfe 0 ^JteDMSOfc^L 
TtfflLfc. ^@B#^2f§MfiMS« (2-1) ^Pl^C^tBbfCo 
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( 2 - 3 ) h p > k* >mmmm on : 

7>f^Jy-^>lti (DIAGNOSTICA STAGO) £fflV^ SiW&jl@l$ffl2g|£& 
tME3T« (*f»t hJfldUFFP, ffTlofb^Ilt) 97/Ufc3g&3jLfcl£«5jgU 37 

BUZ (2-1) t^fcllfcHLfc. 
(3) Ex vivo ^@»TOJ^ (T^X) 
( 3 - 1 ) Mtft&# : 

UttlCRV^x (25 - 35g, B*7VT) &®m\s1t. ^>h/VV\i5>-)V (50 
mgXkg, i.p.) J&STR-T, S»«R«fc D»?£5 mL/kg©^arrJii|II&#L7c= & 
#5^Jc, JKBfcfcSWIR'b L < fiki D 3. 8% ^ X >M^~ h U ^ A (5 1 h 5 -)V, 

l/lO^lCTO. 8mL^jfiiU 3000rpmT15#P^i>b]fiL$t£#fc, ±|H 

, iHS-eonffiSitifc. i@nrittpmi (diagnostica stago) &m*\ 
&W}jk&mm$$mm\Mmw (sta compact) fc^oay^L,^. ggw^^x-fe: 

&mm<DftlDr)\zi?^)V7±: Fil/10 N^i^s^4S«^b7c}t 

(3-2) jjSPlg#: 

HftlCR^X (25 - 35g, B*!?U7) S^fflbfc 0 12B#^±^bfeV^ 
*K:3IS4&£5 mLAgO^ICT^Jin^bfc. &#lBf ffl^::^> hA;Wtf ^ 
— JP (50mg/kg, i.p.) Jftg^fcTJMtokSMRJ; 0 gglfilLfc.' 3g#ffi0. 5% *3=-;P 

-t^p— * tag?» vxmm \y.Mmm\z\t$m^t> o to. 5**3\>Hr;na— * 

£&#lxfc 0 -€-©ffitt (3-D tlTOfczfrofc. 
(4) In vivoffimkfcmmMte 
( 4 - 1 ) ^ > y h«n»>^ > hm : 
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Umetsu <E><Djjfe (Thromb. Haemostas., 39, 74-73, (1978)) CPCfc. tttt 
SD^yb (200-350g, UttVT) *>h/VV\±#,~- )V (50 mg/kg, 

i.p.) f«TCT> feg»t»It©Fll:, H^^g#bfc#Ux^l/> 

U> (50U/mL) Sr^tT^a^felfiTKSSlfcbfc. «^15^MM$i±, -£©WK: 

$-^(2mL/kg) U »JR*fcfcH8»©ffcb0 tO. 5%/?MJVD-^^#lfc„ 
Ml^S-^©^«^tt^^7Kt^L,TMMcfc 0 lmL/kg<D^:ST&# 

(4-2) ^^hM^M^^t^I/ 

UttSD^yh (200-400g, ^> h/Wtf ^— ;i/ ( 

• 50mg/kg, i.p.) *»TfcTJK«*IMR*T*K:l««Ufc«, tt«^»JDR<Z)»»JR 

Bi#M<£ D A*;k- (Fogarty 2F, Baxter) £i?AU 2*0*©MS 

206-3OOnL©^-CB^e>^-&fc;t;i/— >-^3laI«$bfc. >#^— T)V&m 

4MS*ftfpJ«Ufc. 30#m, >b"51*0*SJ|g^ 2*©$te©|im;:T^&Jfill££T 
^fcfflffflU Jfo&©®M€:SBfc##^3cft (BP110S, Satorius) tJ;0»f 
Lfco m#I©S#«MPS^Vi«M^#CT (4-1) ^RWSIfCffofc. 

stttt (4-D tmm^vxmavrco 

(4-3) ^>yh^gU#MJ&l^ (DVT) ^tJI' 

■mmm^yh (2oo-350g, b*?ut) £jbv>&. ^>h/vv¥?— )v (50 

mg/kg, i.p.) IfflkTtT, &^cJBIMtc^Ux^l/>^zi.-^#AL.7to # 
Ux5 L l/>^^-7'(C«, ^fctf-f F 7 ir- fcfiSBK L (fi£5cm) SrjfA 
U Jfilift»@£B&<fc«K ^\/1U> (50U/mL) ^&41tl7jc$ifcLfc, * 

m*m&*m.B±m>miz&wvfro 3o#ra#ia& m»m^o^/vj> (2oou/k g 
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fcsfi*) ©tmtsw; mb&mmz (4-o traaikiUTjitwufc. 

*lfcSttRW (1) I C 50 {fi^-r o ^tldcD, *f&&<D{£&hY3M 

tilt F X a BMWPffl £ £ e> * § c 





IC 60 (nM) 




IC S0 (nM) 


5 


57 


12 


22 


38 


.11 


44 


14 . 


46 


30 


58 


.60 


68 


8.3 


77 


9.4 


83 


6.7 


92 


47 



WO 2005/030740 



179 



PCT/JP2004/014685 



1. 5£ (I) 



R — X S(0)i— X— Y — Y' 




(I) 



^£££:te-N (R 5 ) - (R s tezkiit]iB\ 



n a 



« 

J;Vi-ffiCDli^©^b7K^S^^b, Z 2 £&«-N (R 6 ) - (R 6 te 



fcJ3£ 





N 

4 

R 



R 



R' 



( R 1 & £ C£R 2 ^^-n^n^lAL bTzK^M^, A n y >ne\ 



$nwTfcJ;v>j£Stfb7MtS> xx^;Wb 

t)b<«T5 Flb^tlTV^Tfe^V^^^^l/S^fe^Tv-^S^b, R 4 
^■ife^nTViTfe^V^'fbTK^S^b, R 2 «R 1 ^fe«R 4 i, R 3 teR 4 £ 

t 

■^n^nm^zm^^xmM^nx^xh^m^^vx^xh^) x^z 



*1£*£tkU R 6 teR\ R 2 , R 3 £fc&R 4 tm^zng&isXWWk-znx^x 
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2 . g*3j£5t 1 SB% (Oit^m (Dzf uYyy t>\ 

3. R£V\n^r>fC^ % C>_ 6 T)l*)l, C^T)Vy-)W C 2 _ 6 7;i^-;k WWklStL 

4. R^ADy>iif, c,_ 6 t;^;p, c 2 _ 6 t;p^--;|/, c 2 _ 6 x;Mt-;k m$i$n 

5 . R^APer^^TMm^nT^iTfeck^T-X^Tfe-g)^^ 1 f3*c<Z>fb 



6. X^^D, X' ^^T&D, Y^fi^nt^Tfecfc^C^g 

x;i^i/>t&d, y' ^-c (=o) -T~&&m&mitm<Dfc&!%) 0 
t k % i fB«cD{k-&#)o 

1 0 . StA^sE; 



/A 

— N A' N 

\ / 



v_ 



m 1 IBife©^ 



11. r 5 ^tk^mtt & -5 m 7km i f3»c<zMb-&%, 

12. a a* 2 -ra&^st^ i mm(D^m 0 
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1 3 . N- (4- ( (4- (3- ( (6-^ D U-2-± 7^)V) 7,)V^~)V) y'a/^ J -f )V) -1-fcf ^ 

4- ( (4- (3- ((6-^7 d □ -2-± 7 ?-)V) T.)V-fo-)V) !/0 / W -f )V) - 1- ^ ~ ;W 
;* 5MW -3-^ ^;i/-l , 3-^T l/-;i/-2 (3H) — f $ >, N- (5- ( (1- (3- ( (6-^7 o □ -2- 

t7?;W7j^zjwyu/v<;i/)-4-kXij z?-)V)*^)V)-z-*^)V-\, 3-^ 

TV-;W2(3H)-- T Ut»-N-^^7=X 5-(l-(3-((6-^DD-2-^-75^;W 

7,)Vft-)i) y o a° y -y ;w -4- tf ^ u 5*=. )V) -3-y ^;u-i , 3-^-t ;u-2 (3h) - 
5 >> 2-(2-((i-(3-((6-^ n p-2-^-7^;i/)x;^^ju) av-t ;w-4-tf^ 
u s> - ;w -r 5 y ) - 1 , t (2H) — r ;w x ^ j —m^ e> & £ m& e> 5ig rar 



14. ^ (II) 



0 




N A 



z 1 — z 2 -z 3 - 



B 



(E ' ) 



1 5. tt^l Sfe«2fBm©^#/^Wr-5ili: ; &#^«h-r-5E 
16. ^ikMMjTT&^ft^lil 5f3«<£>gpl. 

is. -mi, mmm. wittSi, «^stiig^^:«iiS'i»m^t: 
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